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II. REMARKS 
A. Introduction 

Applicants submit this Preliminary Amendment in a bona fide attempt to (i) advance the 
prosecution of this case, (ii) answer each and every ground of rejection as set forth in the Final 
Action, dated July 2, 2002, and (iii) place the claims in a condition for allowance. 

As indicated above, Applicants have amended Claims 1-7, 9, 12-13, 19 and 21-23 and 
deleted Claims 14-18, 20 and 24. Applicants have also added new Claims 25-29. 

Attached hereto is a marked-up version of the changes made to the claims by the current 
amendments. The attached page is captioned "Version With Markings To Show Changes 
Made." 

Applicants respectfully submit that the noted amendments (and new claims) merely make 
explicit that which was (and is) disclosed or implicit in the original disclosure. The amendments 
thus add nothing that would not be reasonably apparent to a person of ordinary skill in the art to 
which the invention pertains. 

B. Response to Rejections 
1. 35U.S.C.§112 

In the Final Action, dated July 2, 2002, the Examiner rejected Claims 20 and 24 under 35 

U.S.C. § 1 12 as being "indefinite for failing to particularly point out and distinctly claim the 

subject matter which applicant regards as the invention". The Examiner contended: 

"The expression 'therapeutically stable ' in claims 20 and 24 is a 
relative term which renders the claim indefinite. The expression 
'therapeutically stable ' is not defined by the claim, the 
specification does not provide a standard for ascertaining the 
requisite degree." 

Applicants have accordingly deleted Claims 20 and 24. 

2. 35 U.S.C. § 103(a) 

The Examiner also rejected Claims 1-24 under 35 U.S.C. § 103(a) as being unpatentable 
"over Hill (WO 92/14472 from the Information Disclosure Statement received April 20, 2001) 
and Gordon (Clinical therapeutics, 1998; 20(1): 26-39) in view of Richards (U.S. Patent 
4,985,418), references of record in the previous office action mailed July 18, 2001, and Budavari 
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(Merck Index 1 1 th ed. 1989, monograph 6021 and 7879)." The Examiner contended, inter alia: 

"Hill teaches a topical composition employing 0.05% of the 
corticosteroid, fluticasone propionate, 10.00% of cetosteraryl 
alcohol, 10% of White Soft Paraffin, 2.50 of Polysorbate 60 5 
10.00% of propylene glycol, and purified water (see particularly 
Example 1). Hill also teaches that the topical composition is 
prepared by mixing the ingredients and melting the mixture and 
then cool the mixture down (See particularly page 2, third 
paragraph). Hill also teaches that the topical composition is 
useful in treating skin conditions including inflammation (See 
particularly page 1, 6 th paragraph). 

Gordon teaches a corticosteroid containing composition, free of 
mineral oil and white soft paraffin, employing Cetostearyl 
alcohol, cetomacrogol 1000, Isopropyl myristate, propylene 
glycol, Dimethicone 360, citric acid, sodium citrate, imidurea, 
and water (see page 28, table 1)." 

Although the Examiner recognized that "[t]he references do not expressly teach 

[Applicants'] composition as free of mineral oil and white soft paraffin", the Examiner contended: 

"One of ordinary skill in the art would have been motivated to 
formulate a topical fluticasone composition, as free of mineral 
oil and white soft paraffin, with the excipient ingredients in the 
amount herein. Possessing the teachings of the Gordon, one of 
ordinary skill in the art would be reasonably expected to 
successfully formulate any corticosteroid topical composition 
such as fluticasone cream as free of mineral oil and white soft 
paraffin." 

It is well established that in determining what is and what is not obvious under § 103, all 
properties and advantages not in the prior art must be considered. See In re Wright, 848 F.2d 
1216, 6 U.S.P.Q. 2d 1959, 1962 (Fed. Cir. 1988) ("Factors including unexpected results, new 
features, solution of a different problem, novel properties, are all considerations in the 
determination of obviousness in terms of 35 U.S.C. § 103"). Indeed, it is the invention as a 
whole, including distinct functions that must be considered in obviousness determinations. 

It is further well established that obviousness cannot be established by combining the 
teachings of the prior art to produce the claimed invention, absent some teaching, suggestion or 
motivation supporting the combination. See ACS Hospital Systems, Inc. v. Monteflore Hospital, 
732 F.2d 1572, 1577, 221 U.S.P.Q. 929, 922 (Fed. Cir. 1984). Further, although obviousness 
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does not require absolute predictability, a reasonable expectation of success is necessary . See In 
re Clinton, 527 F.2d 1226, 1228, 188 U.S.P.Q. 365, 367 (CCPA 1976). 

As set forth above, independent Claims 1 and 2, have been amended to provide for a 
fluticasone based topical lotion having a decreased concentration of occlusive agent, i.e., "less 
than about 5.0 wt.% of an occlusive agent selected from the group consisting of mineral oil and 
white soft paraffin." Independent Claims 12 and 13 have also been amended to provide for a 
fluticasone based topical lotion devoid of the occlusive agent. 

As noted by the Examiner, "[t]he references do not expressly teach [Applicants'] 
composition as free of mineral oil and white soft paraffin." Indeed, not only do the references 
not teach or suggest Applicants' compositions, the references also do not teach or suggest the 
elimination of the occlusive agent, i.e., mineral oil and white soft paraffin, to enhance the 
vasoconstrictor potency of the fluticasone contained in the composition. Moreover, the 
references do not provide any motivation to eliminate the occlusive agent. 

As the Examiner has also noted, Gordon merely "teaches a corticosteroid containing 

composition, free of mineral oil and white soft paraffin, employing Cetostearyl alcohol, 

cetomacrogol 1000, isopropyl myristate, propylene glycol, Dimethicone 360, citric acid, sodium 

citrate, imidurea and water" to enhance the moisture content in treated skin. Indeed, the only 

reference to an occlusive agent is set forth on p. 30: 

In general, the effectiveness of an emollient increases with its 
degree of occlusiveness. Occlusiveness is an emollient's 
ability to create a barrier that keeps moisture from leaving the 
skin. Agents that have occlusive properties (many of which 
have emollient properties as well) include petrolatum, oils of 
vegetable and animal origin, glycerin, and fluid silicone or 
dimethicone. 

Gordon is thus devoid of any reference to vasoconstrictor potency. 

Even if, in arguendo, the Gordon composition were deemed a fluticasone based 
composition, the apparent elimination of the occlusive agent, i.e., mineral oil/white soft paraffin, 
carries with it no reasonable expectation that the elimination of the occlusive agent would 
enhance the vasoconstrictor potency of fluticasone. 1 Thus, at best , the Gordon reference is 



1 Applicants further submit that on information and belief, the elimination of the occlusive agent in the Gordon 
compositions would have little, if any, effect on the vasoconstrictor activity. 
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merely a suggestion for "virtually endless experimentation" and, hence, does not establish prima 
facie obviousness. See In re Dow Chemical 837 F.2d 469, 473, 5 U.S.P.Q. 2d 1529, 1532 
(Fed. Cir. 1989). In re Geiger, 815 F.2d 686, 688, 2 U.S.P.Q. 2d 1276, 1278 (Fed. Cir. 1987) 
("At best, in view of these disclosures, one skilled in the art might find it obvious to try various 
combinations of these known scale and corrosion prevention agents. However, this is not the 
standard of 35 U.S.C. § 103".); Accord, In re Fine, 837 F.2d 1071, 5 U.S.P.Q. 2d 1596 (Fed. Cir. 
1988). 

As explicitly set forth in the specification, the topical lotions of the invention provide 
increased vasoconstrictor potency of fluticasone as compared to well known, prior art fluticasone 
creams. 

"The fluticasone lotion of the present invention has proven to 
be unexpectedly superior in terms of efficacy and safety. 
Evaluations w^re performed using the Vasoconstrictor Assay. 
Evaluations also used a human model to predict clinical 
potency of corticosteroids in (1) controlled efficacy and safety 
trials and (2) subjects with a corticosteroid-responsive 
dermatosis, atopic dermatitis. Safety and efficacy evaluations 
were performed on the fluticasone lotion 0.05% by applying 
the lotion extensively to all body regions: head and neck 
(including face,) trunk, upper limbs and lower limbs. 

The potency of the fluticasone lotion, as determined by the 
Vasoconstrictor Assay, was greater than mid-potency fluticasone 
cream (CUTIVATE ™ Cream). The potency of the fluticasone 
lotion was less than the high-potency corticosteroid preparations. 
Application of the lotion formulation over 4 weeks resulted in a 
superior adverse event profile devoid of commonly encountered 
side effects encountered using corticosteroids in the mid-to-high 
potency range." p. 15, 11. 9-23. 

Applicants submit that the Vasoconstriction Assay or Test (VC) is widely accepted at the 
human bioassay in drug development to (i) assess the topical pharmacologic potency of various 
corticosteroid drugs for screening potential drug candidates, (ii) screen candidate formulations 
for optimized potency in the formula selection process, and (iii) establish the potency class of 
commercial topical corticosteroid drug products. 

Applicants further submit that the well established and recognized method of conducting 
the bioassay is with reference products with known vasoconstriction potency. As is well known 
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in the art, the same compound (drug substance) is typically the primary standard in the vehicle 
most similar to the test product, and frequently products in higher and lower potency categories 
are used to validate the experiment. See Topical Corticosteroids, Guidelines for Therapy, 
Hoechst-Roussel Pharmaceuticals Inc., pp. 24-25, attached in Appendix A. 

It is also recognized that the bioassay is a clinical test with some variability due to 
differences in subject's potential for skin blanching. Thus, the test is commonly judged by rank 
order, relative to products of established potency. 

Referring now to Table 1 in the specification, Applicants submit that the noted 
differences between the lotion formulations and cream are clearly not random chance, since each 
of the two lotion formulations was more potent than the cream, i.e., 33% and 25%, respectively. 
The Examiners comments relating to "statistical error" is thus not relevant given the magnitude 
of difference and the replication of the results with more than one lotion formulation. 

The significance of the data is further confirmed in Table 2, wherein commercially 
available corticosteroid products from different known potency classes are compared. As will be 
readily appreciated by one having ordinary skill in the art, the rank order is consistent with 
accepted potency classification and published data. See Potency Rankings of Topical 
Corticosteroids, attached in Appendix B. 

Applicants further submit that Cutivate (fluticasone) Cream is the closest prior art, since 
it contains the same drug molecule. Further, the cream dosage form is the closest possible 
dosage form to the lotion, since it is a similar oil-in-water emulsion. 

The next closest prior art is Cutivate (fluticasone) Ointment, which is the same 
corticosteroid in a totally different dosage form. The ointment is organic based and not an 
emulsion. 



-10- 



Attorney-Docket: PU3556USW 




The composition of Cutivate Cream is set forth in the specification on page 1, lines 14 
through 16, as follows: 



INGKJbDlbN 1 b 


Cutivate 


Cultivate 


Cutivate Lotion in specification: 




Cream 


Cream 


(ex 1) 


(ex 2) 


(pg- 17) 


Fluticasone propionate 


0.05% 


0.05% 


0.05% 


0.05% 


0.05% 


Propylene glycol 


yes 


yes 


10.00% 


0.00% 


10.00% 


Mineral oil 


yes 


yes 


0.00% 


0.00% 


0.00% 


, . 1111 
Cetostearyl alcohol 


yes 


yes 


5.00% 


5.25% 


5.00% 


Ceteth-20 


yes 


yes 


0.00% 


0.75% 


0.00% 


T 1 , - 

Isopropyl mynstate 


yes 


yes 


1.00% 


2.00% 


1 .00% 


Cetomacrogol 1000 


no 


no 


1 .00% 


0.00% 


1.00% 


Dimethicone 360 


no 


no 


1.00% 


0.00% 


1.00% 


Buffers 


yes 










Citric acid 




yes 


0.05% 


0.05% 


0.05% 


Sodium Citrate 




no 


0.08% 


0.00% 


0.08% 


Dibasic Sod Phosphate 




yes 


0/00% 


0.06% 


0.00% 


Preservatives 


yes 










Imidurea 




yes 


0.30% 


0.20% 


0.14% 


Methylparaben 




no 


0.20% 


0.20% 


0.17% 


Propylparaben 




no 


0.10% 


0.10% 


0.06% 


Purified Water 


balance 


balance 


balance 


balance 


balance 



** PI refers to the commercial product Package Insert (the product literature). 

Thus, as can be seen, the compositions of the Cutivate Lotion are quite comparable to the 
prior art cream. There is, however, a very notable physical appearance of the lotion versus cream 
in consistency (viscosity), i.e., the cream is thicker (much more viscous). This is why the results 
are so unexpected. 

Furthermore, it is well known that propylene glycol very often can enhance 
vasoconstriction activity of corticosteroids in topical formulations. However, Applicants have 
found that the inclusion of propylene glycol in the topical lotions of the invention unexpectedly 
has no effect on the vasoconstriction activity (e.g., the 6% difference in the vasoconstriction 
scores of 28.4 for the propylene glycol-containing formulation compared and 26.7 for the 
propylene glycol-free formula from Table 1). Thus, the published teaching on steroid topical 
corticosteroid enhancement through formulation with propylene glycol, as is used in the 
commercial fluticasone cream formula, teaches away from the topical lotions of the invention. 
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With regards to Table 2, Applicants submit the following points of clarification: First, 
the potency of Temovate Cream is Very High, rather than High. Second, Cutivate Cream 
(fluticasone Cream 0.05%) is the only test material in the experiment intended to represent 
closest prior art. 

As will be appreciated by one having ordinary skill in the art, Temovate Cream is a very 
high potency topical corticosteroid. Indeed, it is the most potent known. Therefore, it was 
included in the experiment to validate the experiment by showing separation from fluticasone 
lotion and reproduction of the published rank order of the control products used in the 
experiment. 

Elecon Lotion is similarly known to be a high potency product. One would thus expect 
Cutivate lotion to be of the same potency of the cream. Hytone (hydrocortisone) Lotion was 
included in the experiment because it is known to be in the lowest potency class among topical 
corticosteroids. It is in fact the only topical corticosteroid approved for sale without a 
prescription up to 1% strength. 

Copies of the Physicians' Desk Reference monographs for the noted compounds are 
attached in Appendix C. 

As will be appreciated by one having ordinary skill in the art, the test results set forth in 
Table 2 are consistent with the literature and as expected, with the exception of the higher 
potency of the fluticasone based lotions of the invention compared to Cutivate (fluticasone) 
Cream ( @ 0.05%). 

Applicants thus respectfully submit that Claims 1-7, 9, 12-13, 19 and 21-23, as amended, 
define an invention that is unobvious over the cited references. Indeed, the references neither 
teach or suggest Applicants' compositions, nor the elimination of mineral oil and white soft 
paraffin to enhance the vasoconstrictor potency of the fluticasone contained in the composition. 
Claims 1-7, 9, 12-13, 19 and 21-23, and new Claims 25-29 should thus be allowed. 

Applicants have also reviewed the prior art made of record and not relied upon by the 
Examiner and has found them not to teach or make obvious the present invention. 
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III. CONCLUSION 

Applicants having answered each and every ground of rejection as set forth by the 
Examiner in the Final Action, dated July 2, 2002, and having added no new matter, believe that 
this response clearly overcomes the references of record, and now submit that all claims in the 
above-referenced patent application are in condition for allowance and the same is respectfully 
solicited. 

Respectfully submitted, 
FRANCIS LAW GROUP 



December 2002 
1808 Santa Clara Ave 
Alameda, CA 94501 
(510) 769-9800 
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VERSION WITH MARKINGS TO SHOW CHANGES 
In the claims: 

Claims 14-18, 20 and 24 have been deleted. 

Claims 1-7, 9, 12-13, 19 and 21-23 have been amended as follows: 

1 . (Amended) A topical lotion^ comprising: 

about 0.005 to 1 .0 wt.% fluticasone, or a pharmaceutical^ acceptable salt or ester 

thereof; 

about 1.0 to 10.0 wt.% of a C 14 -C 20 fatty alcohol or mixtures thereof; 
about 1 .0 to 5.0 wt.% of at least one first skin conditioning agent; 
about 5.0 to 15.0 wt.% propylene glycol; 

up to about[10.0] 5 wt.% of an occlusive agent selected from the group consisting 
of mineral oil [or] and white soft paraffin; and 
the balance in water. 

2. (Amended) A topical lotion^ comprising: 
about 0.005 to 1.0 wt.% fluticasone propionate; 

about 3.0 to 7.0 wt.% of a C I4 -C 20 fatty alcohol, or mixtures thereof; 
about 0.5 to 3.0 wt.% of at least one first skin conditioning agent; 
about 0.25 to 2.0 wt.% of at least one surfactant; 
about 7 : 0 to 12.0 wt.% propylene glycol; 

up to about [10] 5 wt.% of an occlusive agent selected from the group consisting 
of mineral oil [or] and white soft paraffin; and 
the balance in water. 

3. (Amended) The lotion [according to claim] of Claim 1, further comprising [less 
than] up to about 5.0 wt.% dimethicone. 

4. (Amended) The lotion [according to claim] of Claim 2, further comprising [less 
than] up to about 5.0 wt.% dimethicone. 

5. (Amended) The lotion [according to claim] of Claim 1 , wherein said 
pharmaceutical ly acceptable ester of fluticasone [is] comprises fluticasone propionate. 
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6. (Amended) The lotion [according to claim] of Claim 1 3 comprising: 
about 0.05 wt.% fluticasone propionate[J; 

about 5.0 wt.% cetostearyl alcohol[ s ]; 
about 1 .0 wt.% isopropyl myristate[,]; 
about 1 .0 wt.% dimethicone[J; 
about 1.0 wt.% cetomacrogol[J; 
about 10.0 wt.% propylene glycol; 
less than about 0.30 wt.% imidurea[,]; 
less than about 0.20 wt.% methyl paraben[J; 
less than about 0.10 wt.% propyl paraben[ ? ]; 
[about 0.05 wt.% citric acid (anhydrous), 
about 0.08 wt.% sodium citrate, and]; 

a preservative effective amount of imidurea, methyl paraben, and propyl paraben; 
a buffering effective amount of anhydrous citric acid and sodium citrate; and 
the balance in purified water. 

7. (Amended) The lotion [according to claim] of Claim 1, comprising: 
about 0.05 wt.% fluticasone propionate[,]; 

about 5.25 wt.% cetostearyl alcohol [,]; 
about 2.0 wt.% isopropyl myristatef,]; 
about 10.0 wt.% propylene glycol[J; 
about 0.20 wt.% imidurea[ 5 ]; 
about 0.20 wt.% methyl parabenf,]; 
about 0.10 wt.% propyl paraben[,]; and 
the balance in purified water. 
9. (Amended) The lotion [according to claim] of Claim 2 5 [having the formula] 
comprising: 

about 5.25 wt.% cetostearyl alcohol [,]; 
about 2.0 wt.% isopropyl myristate[,]; 
about 10.0 wt.% propylene glycol[,]; 
about 0.20 wt.% imidurea[ 5 ]; 
about 0.20 wt.% methyl paraben[,]; 
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about 0.10 wt.% propyl paraben[J; and 
the balance in purified water. 

12. (Amended) [The] A topical lotion [according to claim 1 , free of mineral oil or 
white soft paraffin.] comprising: 

about 0.005 to 1 .0 wt.% fluticasone or a pharmaceuticallv acceptable salt or ester 

thereof; 

about 1.0 to 10.0 wt.% of a C ^-C ^ fatty alcohol or mixtures thereof: 
about 1 .0 to 5.0 wt.% of at least one first skin conditioning agent: 
about 5.0 to 15.0 wt.% propylene glycol: and, 

the balance in water. , 

13. (Amended) [The] A topical lotion [according to claim 2, free of mineral oil or 
white soft paraffin.] comprising: 

about 0.005 to 1 .0 wt.% fluticasone propionate: 

about 3.0 to 7.0 wt.% of a C ^-C m fatty alcohol, or mixtures thereof; 

about 0.5 to 3.0 wt.% of at least one first skin conditioning agent; 

about 0.25 to 2.0 wt.% of at least one surfactant; 

about 7.0 to 12.0 wt.% propylene glycol; and, 

the balance in water. 

19. (Amended) The topical lotion of [claim 18] Claim 12 . wherein [the] said lotion 
has a 2-hour mean blanching score of at least about 2.1[ 5 an AUC of at least about 26.7] and an 
average mean blanching of at least about 1.5. 

2 1 . (Amended) A method of treating a skin condition^ comprising the steps of : 
providing a topical lotion,, [including] said topical lotion comprising about 0.005 

to about 1.0 wt.% fluticasone, or a pharmaceutically acceptable salt or ester thereof; about 1.0 to 
about 10.0 wt.% of a C 14 -C 20 fatty alcohol or mixtures thereof; about 1 .0 to about 5.0 wt.% of at 
least one skin conditioning [agents] agent ; about 5.0 to about 15.0 wt.% of propylene glycol; 
[less than about 10.0 wt.% of mineral oil or white soft paraffin,] and the balance in water; and[,] 
applying [the] said lotion to [the skin having the] said skin condition. 

22. (Amended) The method of [claim] Claim 2 1 , wherein [the] said skin condition is 
selected from the group consisting of corticosteroid-responsive dermatosis, atopic dermatitis, 
inflammation, eczema, erythema, papulation, scaling, erosion, oozing, crusting [or] and pruritis. 
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23. (Amended) The [topical lotion] method of [claim] Claim 21, wherein [the] said 
topical lotion has a 2-hour mean blanching score of at least about 2. 1 [ s an AUC of at least about 
26.7,] and an average mean blanching of at least about 1.5. 

New Claims 25-29 have been added: 

25. (New) The topical lotion of Claim 1 . wherein said lotion has a 2-hour mean 
blanching score of at least about 2. 1 and an average mean blanching of at least about 1.5. 

26. (New) The topical lotion of Claim 2, wherein said lotion has a 2-hour mean 
blanching score of at least about 2.1 and an average mean blanching of at least about 1.5. 

27. (New) The topical lotion of Claim 13. wherein said lotion has a 2-hour mean 
blanching score of at least about 2.1 and an average mean blanching of at least about 1.5. 

28. (New) A topical lotion comprising: 

about 0.005 to 1 .0 wt.% fluticasone, or a pharmaceutical^ acceptable salt or ester 

thereof; 

about 1.0 to 10.0 wt.% of a C ^-C ^ fatty alcohol or mixtures thereof: 
about 1.0 to 5.0 wt.% of at least one skin conditioning agent; 
about 5.0 to 15.0 wt.% propylene glycol; and 
the balance in water. 

29. (New) A topical lotion comprising: 
about 0.005 to 1.0 wt.% fluticasone: 

about 3.0 to 7.0 wt.% of a C ^-C^ fatty alcohol or mixtures thereof; 
about 0.5 to 3.0 wt.% of at least one skin conditioning agent; 
about 0.25 to 2.0 wt.% of at least one surfactant; 
about 7.0 to 12.0 wt.% propylene glycol; and 
the balance in water. 
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Corticosteroids 



Guidelines for Therapy 



Hoechst 

Hoechst-Roussei Pharmaceuticals Inc. 

? Somen/ille, New Jersey 08876 
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Roger C. Cornell, M.D. 

born in 1938, graduated from Stan- 
ford University Medical School in 
1964. 1964-1965 internship in the 
New York Hospital. Until 1969 in the 
Air Force. 1969-1970 Resident in in- 
ternal medicine, 1970-1973 in der- 
matology at the University Hospital 
San Diego, California; Since 1972 at 
the Scripps Clinic and:Research 
Foundation, since 1977 Head, Divi- 
sion of Dermatology. Since 1981 
Associate Clinical Professor of Der- 
matology at the University Hospital 
San Diego, California. Chairman of 
Academic Affairs of the Scripps 
Clinic and Research Foundation. 



Richard B. Stoughton, M.D. 

born in. 1923, graduated from Uni- 
. versity of Chicago Medical School in 
1947. 1947-1948 internship at St. Vih- . 
cent Hospital, Portland. 
1948-1951 Resident in dermatology, 
1952 -19 56 Assistant Professor at the 
University of Chicago, Illinois. 
.1956-1967 Head, Division of Derma- 
tology, 1958-1967 Associate Professor 
at the Western Reserve University. 
1967-1977 Head, Division of Derma- 
tology, at the Scripps Clinic and Re- 
search Foundation. 1974-1982 Direc- 
tor, Division of Dermatology, at the 
University of California, San Diego. 
Currently Professor of Medicine, 
Division of Dermatology, at the Uni- 
versity Hospital, San Diego. 
Dr. Stoughton is Editor in Chief of 
the Journal of Investigative Dermar 
tology, Member of Board of Directors 
of the American Academy of Der- 
matology, Member of Dermatology 
Advisory. Board Food and Drug 
Administration, President of the . 
Society for Investigative Derma- 
tology, Member of American Board 
of Dermatology, and held many 
otheroffices. He has authored over 
125 scientific publications.. 



Concept and method of presentation: - _ 

Institut Mensch und Arbeit * Robert Pfuetzner GmbH, Munich 

© 1985HoechstAktiengesellscfaaft ^ 

Provided as a professional service by Hoechst-Roussel PharmaceuUcals Inc. 

Graphic design: Norbert Madei, Munich 
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Potency Ranking of Some Co: 
Used Topical Steroids 




The most commonly used and accurate predictive 
method to assess the potency (clinical effectiveness) 
of a topical steroid is the vasoconstriction assay. Its 
results can then be correlated with those of a com- 
parison study on diseased skim 



The vasoconstriction assay is easy to per- 
form, permits simultaneous evaluation of a 
series of compounds, exposes the indi- 
vidual to only small amounts of the test 
material for a short period of time, and its 
results are reproducible. 
In the test the ability of various topical cor- 
ticosteroids to cause blanching (vasocon^ 
striction) is compared: Up to eight different 
formulations are applied to the flexural 
aspects of the forearms of normal volun- 
teers. After application the test sites are 
covered with non-occlusive plastic guards. 
The degree of blanching is evaluated at the 
test sites 16 hours after application. 
While the vasoconstriction assay provides a 
good first approximation of the activity of a 
steroid formulation, bilateral paired compari- 
son studies on diseased skin offer a simple 
but direct assessment of clinical effective- 
ness. In these assays one compound is ap- 
plied to a lesion on one side of the body and 
another one to an identical lesion on the 
opposite side of the body. Thus, two com- 



pounds can be compared for clinical effe< 
tiveness on the same individual Because 
the frequency of symmetrical involyemei 
psoriasis has often been used for such tri; 
Results from the vasoconstriction assay 
and clinical trials on diseased subjects co: 
relate in virtually all instances. Using this 
correlation, one can categorize topical ste 
roids into seven major potency groups. 




Vasoconstriction test: Areas of severe vasoconstriction an 
areas of minimal- if any - vasoconstriction can be seen. 



24 
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I. 

Betamethasone dipropionate ointment 0.05% 
(optimized vehicle)* 



EL 

Amcinonide ointment 0.1% 
Betamethasone dipropionate ointment 0.05%. 
Desoximetasone cream 0.25% 
Desoximetasone gel 0.05% 
Desoximetasone ointment 0.25% 
Diflprasone diacetate ointment 0.05% 
Huocinonide cream 0.05% 
Huocinonide gel 0.05% 
Huocinonide ointment 0.05% 
Halcinonide cream 0. 1 %. 



IE. . 

Betamethasone dipropionate cream 0.05% 
Betamethasone valerate ointment 0.1% 
Diflorasone diacetate cream 0.05% 
Triamcinolone acetonide cream 0.5% 



V 

Betamethasone benzoate cream 0.025% 
Betamethasone dipropionate lotion 0.02%. 
Betamethasone valerate cream 0.1% 
Betamethasone valeratelotion 0.1% . 
Huocinolone acetonide cream Q.025%^ 
Rurandrenolide cream 0.05% 
Hydrocortisone butyrate cream 0.1% 
Hydrocortisone valerate cream 0.2% 
Triamcinolone acetonide ere 0.1% 
Triamcinolone acetonide lotion 0.1% 



VI. 

Desonide cream 0.05% . 
Huoqinolpne acetonide solution 0:01% 
Flumethasone pivalate cream 0.03 % 



vn. 

Topicals with hydrocortisone, dexametasone, 
flumethalone, prednisolone and methyl- 
prednisolone 



Hon and 
? seen. 



IV 

Betamethasone benzoate ointment 0.025% 
Desoximetasone cream 0.05%. 
Fluocinolone acetonide cream 0.2 % 
Fluocinolone acetonide ointment 0.025% 
Flurandrenolide ointment 0.05 % 
Hydrocortisone valerate ointment 0.2% 
Triamcinolone acetonide ointment 0.1% 



Group J is the most potent, and potency descends with each 
group to group VU \ which is least potent (IHJIl ' = potent 
steroids, T%V - mid-strength steroids, VI t VII = mild ste- 
roids), there is no significant difference between agents 
within any given group; within each group the compounds 
are arranged alphabetically. 

This table is based on the experience of the authors in the 
USA We have not evaluated clobetasol propionate cream 
or ointment extensively enough to assign them to a specific 
category. Our preliminary data, however, indicate that clo- 
betasol propionate is at least as potent as the group Iste- . . 
roids, and possibly even stronger. 

* No more than 45 g per week should be applied. 



< Comparison study; A potent steroid cream was compared 
to a mild steroid. Two lesions of psoriasis on the anterior 
thighs were selected. Medication was applied twice daily for 
14 days. Both lesions were identical at onset of therapy. 
There was a sign ificantly better response on the right side 
where the more potent agent was used. . 
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USED TOPICAL COR11COS! 



'tis J l L 




TEMOVATE* Cream, 0.05% 
(clobetasol propionate) 
TEMOVATE* Ointment, 0.05% 
(ciobotasol propionate) 
TEMOVATE Cream or Ointment is 
more potent than Diprolene Cream 
or Ointment and Psorcon Ointment 



Superhigh 
Potency 



i 



TEMOVATE 0 ' Emollient Cream, 0.05%* 
(clobetasol propionate) 
TEMOVATE* Gel, 0.05%* 
(clobetasol propionate) 
Diprolene® Cream. 0.05% 
Diprolene* Ointment, 0.05% 
Psorcon* Ointment 0.05% 



Cyclocort* Ointment, 0.1% 
Diprolene* AF Cream, 0.05% 
Diprosone* Ointment, 0.05% 
Elocon* Ointment, 0.1% 
Rorone* Ointment, 0.05% 
Haiog Cream, 0.1% 



Ude*» Cream, 0.05% 
LideX* Gel, O.G5% 
Lidex* Ointment, 0.05% 
Maxifior* Ointment, 0.05% 
Topical* Cream, 0.25% 
Topicort* Gel, 0.05% 
Topicort* Ointment, 0.25% 



Aristocort A® Ointment, 0.1% 
CUTIVATE* Ointment, 0.005%* 
(fluticasone propionate) 

Cyclocort* Cream, 0.1% 
Cyclocort* Lotion, 0.1% 
Diprosone* Cream, 0.05% 



Rorone* Cream, 0.05% 
Halog Ointment- 0,1% 
Lktex-E* Cream, 0.05% 
Maxiftor* Cream, 0.05% 
Vaiisone* Ointment, 0.1% 



Cordran* Ointment 0.05% 
Eiocon* Cream, 0.1% 
Kenalog* Cream, 0.1% 



IV 



Synaiar* Ointment 0.025% 
Westcort* Ointment, ,0.2% 



Cordran* Cream, 0.05% 
CUTIVATE* Cream, 0.05%r 
(fluticasone propionate) 

Diprosone* Lotion, 0.05% 
Kenaiog* Lotion, 0.1% 



v 



Locoid* Cream, 0.1% 
Synaiar* Cream, 0:025% 
Vaiisone* Cream, 0.1% 
Westcort* Cream, 02% 



ACLOVATE* Cream, 0.05% 
(alclometasone dipropionate) 
ACLOVATE* Ointment, 0.05% 
(alclometasone dipropionate) 

Aristocort* Cream, 0.1% 




Locorten* Cream, 0.03% 
Synaiar* Cream, 0.01 % 
Synaiar* Solution, 0.01% 
Trtdesilon* Cream, 0.05% 
Valisorte* Lotion, 0.05% 



Topicais with dexamethasone, 
flumethaione, hydrocortisone, 



methylprednisolone, 
and prednisolone 



Adapted from StougWon.V 




i J c.r^ioh-oQtencv toolcal corticosteroids In ehlldran under 12 years of age Is not recommended. 

Please see accompanying complete Prescribing Informalion. 
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•Tie only adverse experience classified as. serious was one 
case of upper respiratory' tract infection in a patient 
treated with, albuterol. 

The table above includes all events (whether considered 
' drugTelaxed or aoodrug related by the investigator) that oc- 
curred at a rata of over .3% in the SEREVENT J^k*]**™ 
Aerosol treatment group and were more common in the 
SEREVENT Inhalation Aerosol group than in the placebo 

gTOUpv : 

Pharyngitis, allergic rhinitis; Hi «my>pp/ gMH mo^ and inffrt- 
. enza occurred at 3% or more but were equally common on 
p lffiyho- Other events oceiirring in the SEREVENT Inhala- 
tion Aerosol treatment group at a frequency of 1% to 3% 
were as follows: ' 

* CarxBovxtcutMr: Tachycardia, palpitations. 
Ear, Afcuau end Throat: Rhinitis, laryngitis. 
Gastrointestinal: ■ Nausea, viral gastroenteritis, nausea 
and vomiting, diarrhea/ abdominal pain. 
Hypersensitivity? Urticaria. 
Mouth and Teeth: ' Dental pain....*. 
Musodoskehtaf: Pain in joint, back pain, muscle cramp/ 

' eomtragfartn^ myal jpa/myrtfttri^ Ttrn«ffn 1*y mtw^ 

NouroiogscMb. Nervousness! malaise/Eatigue. 

Respiratory. TVacheitis/brDachxtia, 
- Skin: Rflflhfafrin eruption. 

Urogenital: _ Dysmenorrhea. 

In smaD ■ dose-response studies, tremor; .nervousness, and 
palpitations appeared to be. dose related. " 
. Postmarketing Experieneo: In extensive US and world- 
wide* post market ing experience, serious- exacerbations of 
asthma, including some that have been fatal, have been re- 

• ported. In most cases, these have occurred in patients with 
severe asthma and/or in some patients in whom asthma has- 
been acutely deteriorating (see WARNINGS ho. D v but they 
have occurred in a few patients with less severe asthirna as 
welL It- was not possible from these reports to determine 
whether. SEREVENT Inhalation Aerosol contributed to 
these events or simply failed to relieve the deteriorating 
asthma. 

Postmarketing experience includes cure reports of upper 
airway, symptoms' of laryngeal spasm, irritation* or swell- ' 
mg, such as stridor and choking. Hypertension and arrhyth- 
mias have been peported. 

OVERDOSAGE 

Overdosage with salmeterol -may be expected to result in ex- 
aggeration of the pharmacologic -adverse enacts n-rcj-in^+^H 
with beta-adrenoceptor agonists, Glid ing tachycardia 
and/or arrhythmia, tremor, headache, and wiyftrfe cramps. 
■ Overdosage with aalrngterol can lwiH to rAinimW y frig rn fic ant 
prolongation of the QT C interval, which can produce ventric- 
ular arrhythmias. Other signs of overdosage may include 
hypnftalipThia and hyperglycemia. ~ " ..' 

In these, eases, therapy with SEREVENT Inhalation Aerosol 
and all beta-adrenerpcrstimnlfin t drugs should he stopped, 
supportive therapy provided, and judicious use of a beta* 
adrenergic blocking agent should be . considered, bearing in 
mind the possibility that such agents can produce broncho - 
spasm, Cardiac monitoring is recnwnpnded in cases of over- 
dosage. 

As with all sympathomimetic pressurized aerosol medica- 
tions, cardiac arrest and even death may be associated with 
abuse of SEREVENT Tnh«l«rirm Aerosol 
Rats and dogs survived the- maximum practicable inhala- 
tion doses of salmetaroiof 2.9 and 0.7 mg/kg, respectively. 
The maximum nonlethal oral doses in mice and rats were 
approximately 150 mg/kg and > 1,000 mg/kg; respectively. 
Dialysis is not appropriate treatment for overdosage of 
SEREVENT Inhalation AerosoL 

DOSAGE AND ADUINKTTBATION 

SEREVENT inhalation Aerosol should be administered by 
the orally inhaled route only (see Patientfa Jnstructio na for 
Use). For mamtonnprfl of bronebnditatation and prevention 
of symptoms of asthma, including . the wy m pimn s of noctur- 
nal- asthma, the- usual dosage foe adults and ch ild rm 12 
years of age and older is two inhalations (42 meg) twice 
daily (morning and evening; approximately 12 hours apart). 
Adverse effects are more likely to occur with t" gft«r doses of 
aalmeterol, and more frequent administration or adminis- 
tration of a larger number of inhalations is not recom- 
mended. 

lb gain full therapeutic benefit, SEREVENT Tnh»l^<m 
Aerosol should be administered twice daily (morning and 
evening) in the treatment of reversiblo airway obstruction. 
If a previously effective dosage regimen fmis to provide the 
usual response, medical advice should be sought immedi- 
ately as this is often a «ign ^d^t^Mh'satinTi of asthma. Un- 

I n f urmation will ha suparsadad by supptamaots end aubsoquaot erifttom 



der these circumstances,' the therapeutic regimen should be 
reevaluated and additional therapeutic options, such as in- 
haled or systemic corticosteroids, should be considered. If 
symptoms arise in the period between doses, a short-acting, 
inhnlrd beta^-agonist should be taken for immediate rebel 
Frovou ti on of fcfrsrdia^nduced Br wchnsna anru IWo inha- 
lations at least 30 to 60 Tpi>rrtP« before exercise, hove- been 
shown to protect against < a "TPT riff M ndnc« a d brtmchespasm in 
many patients for up to 12 hours. Additional -doses of 
SEREVENT Tnrmlftrron Aerosol should not be used for 12 
hours- after the adnurustration of this dVtre. Patients who 
are receiving SEREVENT Inhalation Aerosol twice 
toorning and evening) should" not use, additional 
SEREVEICT JnhRlntion Aerosoa rxreventinn of exercise^ 
induted bronchfgpasm. If tins dose is not effective, other ap» 
propria te therapy far . exercise-induced bronchospasm 
should be considered. 

Geriatric .Use: In studies • where - geriatric patients' (65 
years of .age or older, see PRECAUTIONS) have been 
treated with SEREVENT Inhalation Aerosol,, efficacy and 
safety of 42 meg given twice dady trnorriing arid evenmg) did 
not differ from that, in younger : patients. Consequently; no 
dosage adjustment is iecommended. 

HOW SUPPLIED 

agREVENT I nhal ation Aerosol is FmppKed in 18-g canisters 
containing .120 metered actuations m hero of one. Each ac- 
tuation delivers 25 meg of salmeterol base (as salmsterol 
xina&ate) from the valve and 21 meg of salmeterol base (as 
salmeterol xmafaate) from the actuator. Each canister is 
.supplied .with a green plastic actuator witii a teslcolored 
strapcap and patients instructions (NDC. 0173-0464-00). 
Also available, SEREVENT Inhalation Aerosol Refill (NDC 
0173^0465-00),. a. 13-g* canister only with patients instruc- 
tions. 

SEREVENT Inhslfltion Aerosol, is also supplied in a r a " v 
that consists of a 6.5-g c anis t er containing. 60 metered ac- 
tuations in boxes of one. Each actuation delivers 25 meg of 
salmeterol base (as salmeterol Tr" fl *Mtft) fmn} tfr« valve and 
21. meg of salmeterol base from the actuator (as salmeterol 
xmafeate). Each canister is supplied w ith n green plastic ac- 
tuator with a teal -colored strap ca p and patiantV instruc- 
tions <NDC. 0173-0467-00).. 

For use with SEREVENT. Inhalation Aerosol actuator only. 
The nftimrnr should not be used with other. aercsoi medica- 
tions. 1 ' " 
Store between 15* and 30*C (59* and.86*F). Store canister 
with, nozzle end down. Protect from, freezing temperatures 
and direct. sunlight... 

Avoid spraying in eyes. Contents under pressure. Do not. 
puncture or incinerate. Do not store at temperatures above 
120*P. Keep out of reach, of children. As with most inhaled 
medications in aerosol canisters, the therapeutic effect of 
this, medication may decrease when the canister is. r o H ; for 
best results, the canister should be at room temperature he- 
fore use. Shake well before using. 
September 1996VRL-352 

Shown in Product Identification Guide, page 313 . 



TEMOVATE® 

[rim 'S-vdt * ] 

(clobetasol propfonate cream) 
Cream, 0.05% 
TEMOVATE® 

(dobetasoJ propionate ointmem) . 
Omtment, 045% 

For Dermatologie Use Only— 
Not for Ophthalmic. Use. 



DESCRIPTION 

TEMOVATE (clobetasol projnonata cream and ointment) 
Cream and Ointment contain the active wimpmiwH clbbeta- 
sol propionate, a synthetic corticosteroid, for topical derma- 
tologie use. Clobetasol, an analog of prednisolone^ has a 
high degree of glucocorticoid activity and a slight degree of 

m moral curt ramrod SStivfty. 

Chemically, clobetaael propionate is ( 16 £>21-ehloro- &- 
fluoro-ll-hydroxy-16-metby3 -17- ( 1-oxop ropox y Vpregna- 
l t 4^diene-3,20-dione. 

Clobetasol propionate '.has the em pirical ' formula 
C^aHsjClFOsand a molecular weight of 467,'It ia a white to 
cream-colored crystalline powder msohihle in water. 
TEMOVATE Cream contains clobetasol propionate 0.5 mg/g 
in a cream base' of propylene glycol, glyceryl oicrmstaarate,. 
oetostearyl alcohol, glyceryl' stesrate, PEG 10O stearate, 
white wax; chlorocresol, sodium citrate, citric acid monohy- 
drete, and pnrbSed water. 

TEMOVATE Ointment mnfnmn 'clobetasol propiflnate 0.5 
mg/g in a base of propyiena glycol, sorhitan sesquiolente, 
and white petrolatum. ' 

CLINICAL PHARMACOLOGY 

Lake other topical corticosteroids, rln^a ^>«rtl pronjonate baa 
anti-innemmatory,' ontipruTTtic, and vasoconstrictive prop- 



erties, The mprrmmFm of tha nnrUWflflTnm Q «- nr j- 3 
the t npic al steroids,' in- general, -is mi^% Howbvi 
eosteroids are thought to act by the induction of ph 
pase Ag inhibl t m y uruteins, collectively \~ 
ispoexolated that these -proteisa control the 1 
potent mediators of mnemmotian^uch as ttroecsp 
and leukotrienes by fnh'hirrqg the release of thmS 
precursor, axachidanic acid. Arachidonic m-^j jg " 
from membrane phosphnlipnis by phnspbolipase A*. 
Pharniaco*lnetics: Trie extent of percutaneous ^hsarrkh^^ 
of topical corticoeteroida- is determined by many fecto^^^ 
eluding- the vehicle and. the integrity of. the .epid^Tp^^ 
rier; Occlusive dressing with hydrocortisone. &r npf 
hours has. not been, demonstrated to increase peneti-»tf£23 
however, o c rh i aion of hydroonxtisone for 96 hours mariai*^ 
enhances penetration, lbpical corticc^eroids can^be^ 1 
sorbed Sum normal- intact skin. Tnfln-mT^ nriTm andTaro^W^c 
disease processes in the skin may m*»ease r^rcutaneous^ 
sorntiaiL: .. j?s 



Studies permrmed with TEMOVATE Cream and ( 
indim to that they are in the super-high rangB of p 
compared .with other topical corticosteroids. - 

INDICATIONS AND USAGE 

TEMOVATE Cream and . Ointment are super-high potend 
corticosteroid formulations indicated for the relief crfEm 
flammatory and pruritic manifctstations of corticostero 
responsive dermatoses. Treatment beyond 2 cnnseeu| 
weeks ia not recorrmiended, and the total doaago should 
exceed SO gArook beeauae of the potential for the dni 
suppress the hypoth n 1 n m ic-pitroi taxy-odre nal (HPA) i 
Use in children under 12 years of age is not recoounc 
As with other highly aetrTe.corticbstexoida; therapy aoqi 
be discontinued when control has been achieved. If no-i 
provement ia seen within 2 weeks, reassessment of t 
a gnosis may be necessary. 

CONTBAINDICATIONS 

TEMOVATE Cream and Ointment are 
those patients with a history of hypersensitiyiry. to j 
the. components cf the preparations.. 

PRECAUTIONS 
General: TEMOVATE Cream and Ointment should nojt S 
used in the treatment of rosacea or perioral dermatitis,.aa 
should not be used an the fece, groin, ox axillae. 

Systemic absorption of fenpica] oarticosteroids r* m 1 

reversible HPA axis -suppression with the potential for % 
aDcorticoateroid insufficiency after- withdrawal' from tre 
mint.. MenrfitttationB of Gushing's syndrome, hyperglyi 
ntia, and glucosuria can .also be. produced in «wn> 
by systemic absorption of topical corticQBteroids whus-ifa^ 



Patients applying.a topical steroid to a large sur&ee area.^ 
to areas under occlusion should be evaluated periodimfij^ 
mr evidence of HPA axis suppression. This may be donfiiyj^ 
using the ACTH stimulation, A_M_ plasma Cortisol; aTidm% 
nary free oortisol tests. Patients receiving super- pc tank cca^v 
ticosteraids should hbt.be treated for more ^^* nTi 2 weelft 
a time, and- only small areas sbould be treated at any a 
time due to the increased risk of HPA suppression: . V ■ ^> 
TEMOVATE Cream, and Ointment, produced HPA axis a . . 
pression when used al doses as low as 2 g/day for 1 week ii 
patienta with eczema. V- -^jj 

If HPA axis suppression is noted, an attempt should fr" 
made to withdraw the drug, to reduce the frequency of sj^ 
pHnrtion, or to substitute a less potent corticosteroid.' Becoft'jS 
ery of HPA axis function is generally prompt upon Saa^t^m 
tinuation of topical corticosteroids, In&equently, signs euoV & 
symptoms of glucocorticosteroid insumrLency may occur; re».^ 
quiring supplemental systemic corticosteroids. For infSnmfflf ^ 
tifln on systemic supplementation, see prescrilmig mforii^S 
tion for .those products, • 
Pediatric patients may be more susceptible to systemic.toi^ 
icity from equivalent doaes due to their larger skin sur&usf 
to body mass ratios (see PRECAUTIONS: Pediatric UseV^j 
If irritation develops, TEMOVATE Cream and < 

should be discom^isued and appropriate, therapy i 

Allergic, contact dermatitis with corticosteroids is 1 
d i a gn osed.by observing failure to heal rather ifrft-n notiiie^^ 
clinical exacerbation as with most topical products notedpr^ 
taming corticosteroids. Soch on ohservotian should bof^T^ 
ro berated with appropriate diagnostic patch t^t-mg. . ^.- ^ 
If concomitant skm- infections are present or develop! so ^ l 
propriate antifungal or antibacterial agent should be used=^ 
If a favorable response does not occur promptly,.' user^^ 
TEMOVATE Cream and Ointment should be disrooting 
until the infection has been adequately controlled. 
information for Patients: Patients using topical corti^vrcM 
steroids ' should receive the following infbrrnation . and'<T**v 
structions: 

1. This TneriirntifFn is to.be used* as directed by the pbysn^VlJ 
It is for external use only, Avoid contact with- the eyes- 

2. ITiis niedication should not be used for any disorder 0° 
than that for which it was prescribedL. K<< 
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EjjSft/ treated akieV area should not be bandaged, otherwise 
StfV ;ia«flped. ar wrapped ao as to be occhiaiva unless directed bv 
physician. - «jr 

W^/vi*£*£ ahouM report any signs of local advcn» reae- 

^§^ulbtt«tory Tasn; ^following tests may be holproj in 
Jji.i'.- ; ' evaluating patients tor HPAaxis suppression: * 
E£T\*?.\ . '^jCEH. stannlannn test 
^pffi-^^^pEw^ 6 "**^ test * . 
^&^-\TftSiiaiT :free cortbol test - * 

g|^>?^^9« Ml ^ Mutagenesis.. Impairment of Fenratvi 
.^'Ems-tenn animal studies have not been performed to eval 
V^aato.tae carcinogenic potential rfctobeia^piopianate;- - 
S&tfies in the rat following oral administration at dosage 
£>. ; tevelfl up to50mg/kg per day revealed that the feinaJteXex- 
p^fiffitted an increase in the zmmber of reflorbed embryos and 
^v; f Xcdficreaaem.tne; number of fiving- fetases at tb^biehest 
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^dbetasol propionate was normrotagenic in three diflerent 
^» ; t^«yateaa: ; a» Ames test, the S&aAoxomyee* cereottic* 
.^^eanveraion assay, and tha £ eotf B WP2 fluctuation 

f^RSf* / 0T ^ Bai \ £fhetS: Category 
^^•Gttfaoatam^ have been shown to-be teratogenic in 
^.jparatory animals when administered; systemicaily at rel- 
.^foaly low dosage levels. Some corticosteroids have been 
-^own to be teratogenic after dermal application to laboro- 

gebe^I propionate has not been tested for teratagenimfcv 
^ apphed tojncaliy; however, it is ahstnW.peKutanel 
g^Ji ^M^and-when admmistered subcntaneousJy it was a si ff - 
^^fe&eant teratogen in both the rabbit and. mouse. Clobetasol 
amate- has greater teratogenic potential than steroids 
t^^-- 'are less potent; . 

^^a^nicity stores in mice using the subcutaneous -route 
B^^ffel^'," Ototoxicity at the highest dose tested (1 rng/kgj 
l&ySS?"***? maty at ^ 2036 18,613 &>wn. to 0.03mS 
^i^^ese doses are approximately 0.33 and 0.01 times 
& ; !^f?r!S? ^ auman topical dose of 

""^|VAra CVeam and Ointment Abnormalities seen in- 
dat deft palate and skeletal abnormalities. 
LT^' *i£ eK ^ Propionate was teratogenic at doses of 
W.Q mcg&g. 'Hiese doses are approximately 0.001 and 
fl^P?^ Epical- dose, of 

^ Ointment Abnormalities seen in- 

d cleft palate, cranicschisis, and other skeletal abnor- 

> are no adequate and well-controlled studies of the 
^^tesoljmmionate in pregnant 
. - TEMOVATE Cream and Ointment should, be used 
J.pragnancy only if the potential benefit justifies the 
aai rxsfc to the- fetus. 

j Mottera: SystemicaJly adrniniatered corticoster- 
Kw£ m ^ mDan and could suppresa-growth, in- 
aewrth ejadc^us corticosteroid production,, or cause 
S2FT? eflfecta - Ifc * not known whether topical ad- 
WiS^ I? C0S ! fir0id3 result in sufficient aye. 
^ a^rption to produce detectable quantities in nurnan 
Sg*«P* many drags are excreted in human milk, can- 

mSSL S*5 Bn9 " ,d when TEMOVATE CrearTorbint. 
T^f^^istered to a nursing woman. 
»«wc ; Usar Safety and efiectivenass of TEMOVATE in 
rpai^ats have not been established. Use in dul- 
&&Z£ 3 ? a ^ « a«e is not recommended. Because of 
slon surface area to body mass, pediatric 
i-Sjp*?^ ^ adttits °f HPA axis sup- 
^iScoS^f' 9 s ? dr J!? e wl »en they are treated 
cqrfacostormds. They are therefore also at 

^W^^Z 3 ^^ with- 
^Tepdr^S? 16 - Advex8eefects ^Udihg striae have 
l^^^witb ^appropriate use of topical carticoster- 
«*k *u»aaxB and- children. 

^^^iou; Cushing; s syndrome, linear grow* 
^ delayed weight gain, and- intracranial hyper- 

?K^rT Cted " chiWren ****** topical cor- 
^^amieatatams <rf adrenal suppression in chfl. 

bVcTR^ 0 ^ 01 ^ «ad an absence of 
simulation: Manifestaaons ofintracra- 



^^winga^mmllc^ 

reported vnth tnpieal.coTt^^ thay-niay c«nr 

^b^P^cycortocoste^ 

an approiiiiiately decreasing order of occurrence: dryne^ 
OVERDOSAGE ' - ... 

DOSAGB AND ADBONlSTRATrON • 

FT™ °* TEMOVATE Cream OT Ointment to 

As witt otfMr highly active enrtieaaWndiltiMMpV should 
bjnd«oatoued *tm, contnl h» teen acMared. If io^ 

HOWSUPPUED. 

TEMOyAaE.Cream, 0.05% is. supplied in lBW fismr hiri. 
0375-73), 30-g fNDC OUWB-KjoSc 
01), and 60-g (NDC 0173^)375-02) tabes! 017WJ375 " 
NOVATE Ointment,- 0.05% is supplied in 15-' ff (NDC 
0173^376-73), 30^ (NDC 0173^76.72^^^0 m ?S 
0376M)!), and 60-g (NDC 0173-0376^^ 7 ^ 
^ore between IS* and 30*C (59- and fil^F). TEMOVATE 
Cream should not ha refrigerated. fC 
September 199 6/El^35 6 

Shown in Product. fantifitiiUoa Guide, pa^e 313 



TEMOVATE© 

[tim 'd-vdt'] ..... 
(clobetasol propionate ge(] 
Gel,6.0S% 

FOR TOPICAL DERMATOLOGIC USE OMLY— 
NOTPpfl OPHTHALMIC. ORAL, OR JftTTRAVAGlNAL 



m 1% oftraatod patients. Less frequent 
S^g^^WD*. skrn atrophy, and cracking 

^^^alttala. the most frequent adverse 
^«fe*fi>r TEMOVATE C^trnenTwere burning 
i a3Sl and ltchizi S » 0-5% of treated imtienta. 
^cuK^ 50 reactian s ware stinging, cracking, er* 
numbness of angers, skin atrophy, and 

^SS 110 ha ^ beea "ported in infants and adults 
&£r? 1 ? Bd ^ of iopical'cbbctasol propionate 



DESCRIPTION 

TEMOVATE Gel contains the. active compound clobetasol 
L^^Vk!T^ "Steroid, for topical dermato- 
togic use. Clobetasol. an analog of preiiisolaiie,- has a high 
degr^giucotrorticoid activity and a alight degree ofnun- 
eralocorticoid activity. t^^xmo 
C^hamically^dobetaaol propionate is aiftlfip)-21<Uoii>8. 

C% et am^^ ^ * e e ^«^ femiula 
Uya^OFOa and a molecular weight of 467. It is a white to 
•^-colored crystalline powder msolublein- watfirT- 
TEMOVATE Gel contains clobetasol propionate 0.5 mg/g in 
a base of propylene glycol, carbomer 934P, sodhun Sdnat- - 
ide, and punned water. 

CLINICAL PHARMACOLOGY 

Like other topical corticosteroids,- clobetasol propionate has 
anfa-mfla^tory, antipruritic, and vasoconstrictive pxop- 
ertes. The mec^usm of the anti-indammatory activity of 
ttetopical steroids, in general is unclear. HoweverTcorti. 
costeroids are- tliought to act by the-mdnction of phosnhali- 
- pase A4 mhibtory proteins, collectively called hpoWtmllt 
^postula^ that these 

pc^tmediators of mn^mmation such as prastadnndins 
and bukntrienes -^lEmmn^jammJSS^Sm^ 
precursor arachidanic acid. Araciu'donic acid ia released 
from membrane phospholipid* by paoaphoUpose A». . 

^^^T^^J^ exteat of Panataneous absorp- 
tion of topical comcosteioids ia c^tenninedbyinany fcctorT 
mcliiamg the vehicle and the integrity of the em&4al ba^. 
r^Occiusr^dre^g with hydrocortisone for up to 24 
hours has not been demonstrated to increase penetration: 
however, occlusion of hydrocortisone for 96 hours raarkemV 
enhances penetration.- Topical corticosteroids can be ab- 
soroea from normal intact skill, while mn^ramatioa and/or 
other disease processes in the skin may increase percutan- 

TEMOVATE gel formulation as compared to- the cream fbr- 
mulaxion in in vitro human akin penetration studies. 
Studies performed with TEMOVATE Gel indicate that it is 
in super-high range of potency as- compared with other 
topical corticosteroids. . 



<3LAXO W ELLCOME INC71Q3 

INDICATIONS AND USAGE " 

TEMOVATE Gel ia a superhigh potency ffln W fl ^ * 
muktion indicated ^rl^r^S^ ^^^^ * 

^^^^^^^^ 

CONTRATNDICAaiONS " 

™^^(Miscontraiiuii^ 

I PRECAUTIONS 

^^^^^r^ ' a WbW » ""tent topfc, 
™™awwn>M.tlut has been shown to sunoresa th» hpj 
axtaatdos8saslowas2g/ite y ^ TO ™ ,HH 

rn^l. HPA aaa sapprea^ with the potential feSS 
ZZT^yt msnffideacy after withdrawal frJX 
ML Maaifestohons of Cuahing'a syndrome, hypergW 

bj^wtoau: ahaorptian.of topical, corticosteroids whuTon 

«ea shouldbe evaluated periodically fer erideDco ofHPA 
2>s soppression. this may be done by imoT^ACTm 
stonbto^St plasm. Cortisol. 

m»^t aX? fu2 OBII,e ^ , ? i3 noted . ™ attempt- should be 
madeto.wrthoW the drug, to reduce, the faquencyrf ap! 
phcah^or to^uhsdtata a leas potaot pniatZ^I^ 

up^ dtacootmuaboD of topical comcosteroicU. Infieo3tS 
aga and symptams of g J u OM: orticoirteroid inaufficiencym^ 
FS^™.^ q<Ure '"PP 1006 ^ ^ystenuclcortSeS 

mass infaos (see Pi^CAlmO^ediatric 7 
^tefaop develops, TEMOVATE Gel should be^soontm- 
instituted. Allergic contact 
dermatifcs with corncosteroids is usually d^asedb^ Ob- 
serving failure to heal rather than noting. aSd 

an^^-1^ 211 a* corroborated wS, 

appropriato diagnostic patch testing ' 

^^nitant , skin infections are present, or develop, an ap- 
propriate anbfcngal or sntmacterial. agent. should beul± 

^iniection- 

^nllZ**^*^ be ln treatment of ro. 

fnformation for Patients: Patiente-nsing topical :cortic6ster- 
^sr^uld receive the 

It i^b 116 ^? 11 18 to * B WoWedby the physician. 
S ^JS^ 1 ^t^^d contact wiS the 
Z Tn^ mention should not be used far any disordVothar 
than, that for which it was prescribed. ■ ^ 

3, The treated skin area should not be bandagad or ocher- 

mg riSMOVATE rf surgery is contemplated. 
Laboratory Tests: The following teats may bo helnfiil i n 
e^tfae-patienta fer HPA a^snpp^: m 
ACTH stimulation test ; 
A^M. pJaama Cortisol test 
Urinary free cornsol test 

C^nogeiiesls, Mutagenesis.*: Impalrme rt G f fertility- 
Long-tenn animal studies have not been perfor^dTevaT: " 
uate the carcinogenic potential of clobetasol propionW • 
Stiirhes m the rat following oral administration^* dnsaee 
tevels up to 50Wkg per day ^^SS^S^ S 

f^'3 B W mcreasehi the nonv 

oer of resorbed embryos and a decrease in the number, of 
imng fetuses at the highest dose. 

aobetasol propionate was- zionmutagenic in three different * 
cast systems: die Ames test, the c^Acromyces ce^o* 
conversion assay, and the S. coU B \VP2 aurtuacbn 

Corhcnsteroids bav o been to ^ ^genic L ^hS 

Continued on next page 
CocsaJt 1 9 98 JunpJemo.it. «nd fntu™ .rfhioa. ^ 
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g?T PRODUCT INFORM ATION 



^OC 0173-0414-00 1-g* Vial (Troy cf 25) 
^ 017W>4i5^ 2^ ^ (T^y^J 



: : ' ttrw- m 73-0415-00 ^ (Tray of 26) 

• ^ m7!UW17«0 2-g- Intarion Pack (Tray of 10) 

Paprmtot to anbydioos eetbuidmie. " 



• 1 JfflrtSS?5*««- War* f^rn^ 

• i?S»|S?SjiA*.« Mia* 

• - frmn eaium creatinine. Nephron. 1376;1&31-41- 

,^ SSSKSSSfflF ere re**** trademarks =* <H«* 

^ £R?T and OJOTSTK ere regiW;*ade=arto 
5'^3l«t »d PL146 Plortie are registered trademarta of 



ACUTTIVATE© 

^fluticasone propionate creamj 

r :Cream, 0416% 

flpor Dcrmatologie Use.Onhr^ 
LiNot for .Ophthalmic Use. 
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^DESCRIPTION ; . ; „ 

IfrlTIVATE Cream cantaina fluticasone P^ 0 ™^??' 

^ ta-14-di ene-17-carbathwic ... acid. 
pVfiuoroz^^yl^^ ^^topkal certicosterioda w*. 

unatory and antipruritic agents. . . . ■ 
^RhAmieaUv fluticasone propionate ia C t6 H 3l F 3 05^ ^ • ■ 

CStooff«tute powder and is uisolohto in water. 

bWWmgmabaee <^ P^^^V.^fiiarte It 
&&»s»latohol, Cetatb-20. iaopxopyl myristato, Jr™"*.^ 
j^jStiSeW- add. purified water, sad tnudureaas 

g£ IpBcflowafcivc.' 

%^i*her topical eerticoste^ 
ignfrmlanWatory. arrfrorurrtie. ^'««^K 
PL Theinecbardam of-the f^^^^^eo*. 
" e ^art^^Sa , S^&-^ 

Su^^-Sen receptors. The Star* 
i^^.Xto«orti«id S ia related to the kdf-hfe of 

^flumasone propianate^ucocortiand receptor com 

l&js'annrnxiniately 10 hours. ' ^ 

~ JoUneticr The extent of percutaneous ateorpbon 

metabolized in the liver by 
IhyLbSTto the 17-^arbowUc aod. whichhm 
rnfc^w^corucmd or anfrirJJaromatay acovtfy. 
Smed with COTIVME Cr^nica» th££ 
Jalaediuin range of potency aa compared w,th otaer 
d corticosteroids. . 



INDICATIONS AND USAGE ■ . . . , ' 

CimvATE Cwam ia a cnediam potency oartwoptamn md>> 

festotwaaof «rtisart««i*eapaisi« 
C0OTRAINDICAI10NS 

m ptivaTK Crwan is contraixidiiaLted in those patrenta wrtt 
preparatioiL . 

ana s mipi e asu m with the potenbai tor gra^i. 
can also be prodneed m ^^^^2!^ ^V^ 

and uriimry^oartiBol tests.. . . rf 

^^kMhe^^^coSS™!. There wa. 

ment values in me a-iu. i''? n '"* - f)lfl 244«>ar an- 

^dSift*iS& — »r * 

day 6 of treatment. • . . tall0ll i d be 

HP A axis function is generally prompt u ^ <UB ^~*T~ 
XSnticosteimd insufficiency ^ oa Z^^Z 

equivajeni au^» Pediatric Use). 

nuias . r ^f ^.^SrSre Cream ahonld be discon- 

S^w^SS.S'iB ^ di r^ ( ^: 

<^maoiM »™ -thnr than-notanff a dimcal eiaoer- 

bation afl with, most topical > p iw ™t . .^—-Knmfcpd witn 
^nms- Sad* an observation should be carxoborated wim 

fjixjpnaie ancuuu^ « promptly, use of 

If a favo^le.respouM do« notoc^ ^ 
CUTTVATE Cream sbould be diacontxnuea unsu 
tion has been adequately controUed. _ - ^ ^ 
SriTOTE Cream ahould not be used m the ^^^^ 
uu 11 ™^ iSZTI+wmhv and should not be used where m- 
?^f^^ a7^^3X^Vmte. CUTIVATE Cream 
fectxon ia present at ^ fc ^ rosacea and perioral 

should not be used in the treatment ol rosacea.*^ 

dennatit ^ 9 * D^nt*: Patients using topical eortico- 
Sra^rere% P 6& ini^on aad ir, 

S^eatoUtate^eadir^^P^^ 
« i.fbr external uaa only. Avoid contact with the eyes. 

i^Sgpatienta 6rBPA aaa.suppreasioD- 
ACTH stirnoiation test 
A.M. plasma eortiaol teat 

Urinary free bBf ^ mmt « Ferfnty: 

Carcir»o«><»ts. M " tta *^*X^drn^ce Co- evaluate 
•Rro lft-mcnth atadtta rTi^^LT^rSonato when 
^ 'n^oTan^o^andffi. - 

Fratinaaone I-^^'Ji^ff^S. gene cmnrer- 

fomafcs at op to 60 perday ^^"^ ^ w n0 

aegfltg per dayOater rednced toSOmcgWJ^y^ 

^tlpon mrtias J**^ 118 " *Sft, human 

-u««/iTnrtelv 13 and 30 tunes, respecnrciy, 
:^Te^™^owing use-of the reconunended bu- 



— topkal dose of flutioisoiie.prcpirmttte creanv^05^a^ 
^^^nan percoxaneous ab^ 
3^and &e use. in a 704« person cf 15 E/day, 

S)OT^a^m^ wraeii admmist«e^^ 
^hTSw dosage lercla. Some ecrUcostero^ been 

£JS£mU Otology studies in ^° n ^ dei f^S^n 
SScWe^piaTxato to be temtoganxc (cleft Pf^J^ 
aSd^edBuheSimeouaty m^ose» f^jDn^per d*y 

conSed atndies in pregnant ^^J^^tioJbeS : 
aSuldbe used *»i»Bl«W^^?' bea * 
efit rastifies the' potential nsktotfce fetus. . a ^_ 
rS;rJ^TrS»^ncSyst£3mca^ adrniiustBred cortiecster- 
^^rS^^ tana^^^ ^ suppress growth. u> 

^WnotWn estabfehed. *J2££% 

?ss=S?HS5SSSSS: 

oYoma while on treolnwnt. Adwrn» ^« S tooieil ccrti- 

^ tt ^ I £fp1asma^^ l^ele and an atencerf 
m Ai^^ulation. Manifestatians of intracra- 

and bilnxei^ papuledemo. . . 
ADVERSE REACTIONS ' . 

tncidence at mwkwj L ^ gv ' . , •ni.se- adverse 

ninVATE Cream was approximately 4*. P^.TZs ^X. 
OUl ivftic/ vjic^' ™M self-limitinK, and consisted pn- 
reacbono were usually nuia, J™^-' g,,™™ aadbirm- 
narflyrf prurita, dl ^J»*^^ T^andO.6* of 
1 ing. These events oocuxred in 2-9*. i-f*. "-^rw. ^ 



patients, re^eetively. i verBe reacttonB have been 

S^^ieScto^K^P^t^ 

.X'SrfiSSs, there are reports of thaoWop- 
Z^'J^O^a^aiBas from chronic plaque psonaaMfol- 
^re^'oToStourfto of potent topKal. cart.- 

to-rfCOntta" Cream, the toeal advera' events that 
^.considered to be drog related were as fcDowe. 



Table 1 



Dwg-Betated Advene Brenta-Sain 



r^Bvento .lrTutjcaa.rn.qA tTu^B^b^ 



Skin infiwHnn 
Infected eczema 
Viral warba 
Herpes simplex 
Impetigo - 
Atopic dermatitis 



Exacerbation of 
eczema 



Burning 
Stinging 
ftv™ irritation , 
Pruritus 
Exacerbation of 
pruritus 
Folliculitis 
Blisters 

Dryness of akin 



Ko.a%) 
o - 

0 . 

1 (0.B%) 

4 (3.0ft) 

0 " ' 
0 

0 ■ 
6 (4^9b) 
■2(1.5%) 
'4 (3.0«) 

1 (0 JB%) 
0 

. 1(0.8%) 



0 

2(1.6*> 
1(0.8%) 
1(0.8%) 

0 

0 

0 

- 1(0.8%)" 

2 (1.6%) 
V2 (l.G%> 

1(0.8%). 
1 (0^%) 

3 (2.3%) 
• 1 (0^%) 

1 (0.8%) 
1 (03%) 
1 (0.8%) 



OVERDOSAGE , . 

IbmcaDy applied CUTIVATE Cream canbe^ 
Smi to produce systsrmc effects (see PRECA 

TI0NS). 

Continued on next p*& 
(^tttt 1 998'PDR* «ppiETTum« and future edtttens-tor revi* 
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1016/GLAXO WELLC OME INC 
Cutivate Cream— Cont. 



•* DOSAGE AND ADMDflSTRAITON . 

Appty a'ann-fifan of CUTIVATE- Cream to 'the of. 
tertrf.skm.areas ones or twice dairy Hub in gently • • 

S^^^^^tS 6 ^ 00 *^ Dermatoses: Apply a 
t^ffim cTOTTiyA!ffii Cream to the afifected dt^SL 
twice daily. Rnbmgentry.- : . . 

Aswith other ou^tercids. therapy abald be disamtm- 
aed when control is achieved. If no inrprovementis 
within 2 weeks, reassessmeht of diagnosis may be neces- 

C^VATE Cream shouHactb* used wiUioccWv* dress- 
HOW SUPPLIED 



CutiVATE Cream is supplied in 15-g (NDC 0173-0430-001 
»£MDC 0173-0430-01) and )ff ffiSSSSoSS 

Store between T and 30*C(36* and 8S*F) 

CLINICAL STUDIES • 

^t^^j^^ ^ >° vehieliscontroOed studies, 
COTIVATE .Cream applied twice daily was signified 
more effective than the vehicTo in the t»a WtTwSrata 
^severe pampas. .The investigator's global evaluation af- 
ter 28 days of treatment is shown in .the following' table: .' 





.OTTERS 


PE Cream 


'VehicU 


Study i ' 
.'to'f'SW 


" Study 2 ' 
..(n = 74) 


. : Study 1 
(a s 66) 


Study 2 

(no. 76). 


Cleared. : . 
Excellent , 
Good; 

Fair • . * 
Poor:-. 
Worse .. 


• 8ft . 
-29% 

"■' 27% ... 
. -27ft • 

• ■'..?«:,... 

2ft' 


1% 

28ft' . 
• 34ft'. 
13ft -, 
22ft 

;•£)■• 


" 3% . 
lift 
-20ft 
/33ft- • 
■ 24% . 
9ft . 


: ia* . 
i7%.: 

28ft 
.-26ft 
27% . 
1% 



Caution: Federal CUSjU law prohibits di 
prescription. - 
April 1S97/RL-422 

Shown in Product Identification Guide, 



CUTIVATEQ 

ikyoot '*-u&£ *) 

[fluticasone propionate ointment) 
Obrtrnwrt 0.005% . . 

For Dennatologfc Use Only • 

Not for Ophthaimic Use. • - - * 



without 
page 321 



The clinical signs of psoriasis were scored on a scale of 0 = 
absent, 1 = mild, 2 = moderate, and 3 = severe. The mean 
improvement m the clinical signs at the end of treatment 
are shown in the ; fo!UVwing table; 

Thbfe 3: Signs and Symptoms: Mean IxnproVoment Over 
Baseline - 





CUTIVATE Cream 


; Vehicle 




Study 1 , 


Study 2 


Study 1 


Study 2 


Erytiiems 

Thickening 

Sealing. 


. ' 1.19 ' 
"1.22 * 
1.53 


. . 1-07 ' ' 
■'-1.11' . 
1.39 


^0.55 
Oil % 
0.96 


0.S4 
. 0.97 . 
1.21 



Eczema Studies: In two controlled 28-day studies 
CUTIVATE* Cream q.cU was equivalent, to • CUTIVATE 
CTeanLbo^Lin the treatment of moderate to severe eczema 
^ investigator's global, eylauatiou. after 28 days of treat^ 
ment is ahown in the following table: .... . . 

Tebte 4: Physician's Assessment of Clinical Response 





CUTIVATE Cream 

• ..,->-.., '. 


CUTIVATE Cream 
. . . '- bJ.d * 




Study 1 
.(n'=64>; 


study 2 

<n»106) 


Study i/ 
.(a - 65) 


Study 2 

(n».100);. 


Cleared 

Excellent 

Good 

Fair 

Poor 

Worse 


. 30% 
. 42% 
17% 

3ft : 

5ft 
3ft 


20ft 

32ft' 

26ft' 

14% 

3ft 

6ft 


48% 
32ft 
5ft 

6ft \ 

8% 

2% 


21ft ;*. 
50% * 
. 12% " . 
10ft 

3ft 



The clinical signs of eczema were scored on a scale of 0 o 
absent * 1 = mild, 2 = moderate, and 3 * severe. The mean 
improvement in the cli nic al signs at the end of treatment 
are shown in the fallowing table: 

Table 5: Signs and Symptoms: Mean Improvement Over 
Basefina. 





CUTIVATE Cream 
■ q.d- 


CUTIVATE Cream 
bxd. . 




Studyl 


Study 2 


Study 1 


Study 2 


Erythema 

Pruritus 

Thickening 

Vesiculatiau 
Crus ting . . j 


L7 
2.1 
1.6 
. 1.2 " 
0-5 
0.6 


L5 
■ 1.6 
L3 
U2 
0.4 
0.7 


1.8 
2.1 
• IS ■ 
1-2 
0.5 
0.8 


1.7 
L7 
L5- 

0.5 
0.8 



L J*ww*tioo will bo sapcraad«0 by junptommn wri ^ihttprgnt •egnota 



DESCHTPTION . * 
CimVATE Omanent, .0.006% centams fatwesone 

3^17^1^pTopoxy) androsta-l ; 4^enerl7^^au4: 

aa^ ^fiucTumatbyl ester}, a synthetic finorina ted ccrtico- 

scenua\ fer topical dermatologio use. The topical eorticoster- 

aids constitutes class of primarily synthetic steSds^eS 

as anu-imlammatoiy and antipruritic agents, 

Cbemeally, ftiticawme propionate is C^H^F-OsS: 

Fluhcasone propionate has a molecular weight of500.6 It is 

awhito to off-white powder and is insohihlflin water: " ' 

^ ^ n <CUTIVATE Ointment contains fluticasone 

^^1" ^i^,^ 38 rf P™Pyka« gW.soririten 
sesqmoleate, microoryata^ - 

CLINICAL PHARMACOLOGY 

leather topical ^"stertrida, fluticasone propionate has 
a^-mflajnmatory, antipruritic aim vasoconstrictive prop- 
ertes^Tne mechamsm of tr^ anti-inflammatory activity of 
thetomcalstermds, m general, is uneleax.vHowever, card- 
costerotda are thought to act- by the mducfcidn of pnosnhoK- 
pose Aj mhnMtoryTmrteiM Kpocortos It 

JspcrtuJatedthat these proteins control the biosynthesfe of 
potent mediators of mnammatira such as prc»taglandins 
and leTuWenes^by mhimtrng ths release of their, common 
precursor, arachidenic aadArcfaidonic acid is released fttnn 
membrane phospihoupida by phospholipaseAj. . . 
P^rmscotlnctJcs; Toa extent of percutaneoue absorption 
of topical corticosteroids is determined by many mctorsTin- 
chidmgt^vebicle and the integrity of the epweii^bi 
nex Ocdusrve^dresaing with hydrocortisone for- up to- 24 - 
hours has not bean demonstrated to increase penetration; 
however, occlusion of hydrocortisone for 96 boiirsmarkfidry 
enhances Penetration, Topical corticosteroids -can be ab- 
aarued from normal intact akin. 1^™^^ gj^^ a Q iBr 
d^ase proeesses in the sMn increase percutaneous ahaorp- 

Studies performed .with CUTIVATE Cantment indiate that 
it is m the medann range of potency as compared with other 
topical-. orticosteroids. „: "... , ™ 

INDICATIONS AND USAGE 

CUmAra Ointment is a medium potency corticosteroid in- 
dicated for the relief of the mfiammatory ai»dpTimfcknW 
festetions of c«rticosteroidHreaponsive dgrmat^s^, 

CONTRAINDICATIONS 

CTnTVATE Oinrment ia ooncraindinated in those' patients 
witira history of hypersensitivity to any of the components 
of the preparation. ., 

PRECAUTIONS . 

General: Systemic absorption of topical corticosteroids can 
produce reversible hypotbuamic-picmtaryradreJDAl • (HPA) 
axis juppresaion with the potential for glucocnrticcOTexaid 
msnmaency after withdrawal from treatment Manifesta- 
bans of Ciifihing's syndrome, hvpargivamia, and glncosuria 
can aba be produced in. same- patients by systemic absorD- 
tton of topical corticosteroids while on treatment "* 
Patients applying a topkal steroid to a large surface area or 
to areas under ocduaion should be evaluated periodically 
for evidence of HPA aris supnression. This may be done by 
using the ACTH stimulation, AJfL plasma Cortisol and uri- 
nary free Cortisol tests. 

Fluticasone propionate cdntmerit 0.05% Va cmic«ntration 10 
times tiiat of fluticasone propianate omtmftnt, 0.005%) sup- 
pressed 24-hour urinary free Cortisol levels in two of six pa- 
tients when used at a dose of 30 g/day for a week in patiente 
with psoriasis or atopic eczema. In a second study, mitica- 
sone propionate ointment a.OSft caused depression of AM. 
plasma Cortisol levels in 3 of lfi normal volunteers when ap- 
plied at doses of 50 g/day for 21 days. Morning plasma levels 
renamed to normal levels within the first week upun cuscon- 
tinnationof fluticasone propianate.- In this study there was. 
no corresponding decrease in 24-hour urinary free Cortisol 
levels. 

If OTA axis suppression is noted, an attempt should be 
made to withdraw the drug, to reduce the frequency of ap- 
plication, or to substitute a less potent ec^eostercii Recov- 
ery of HPA tana function is generally prompt upon discon- 
tinuation of topical cortostarcida. Infriequently, signs and 
BynrpUmiB of grucc«rrtiajstEroid msiifficiency may occur, re- 



PHYSICIANS' DESK REFER Ew^gg 
Oifldreamy be mm naupSbie to systemie faairih. ^ 



ffmtetaa to^OOmaTB Ointmoit.shonU 
«atum«d and anntrpriate therapy institnteiAnnur 
t^dannatM* with .orttoitmS ia usaXd^^S 51 
fiutee to heal rrfher than noS^ ffi^ 'I 

appropriate dugnaetic patch tasting • ' ^™ "«ni';3j 

fe^b^ been adequately controlled. — ■^ ■<i 

CUTJVAEB Ointment should not be used in- the treatniw;^ 
rf pxe™tmg sunn, atrophy and.ahmild not bb asecTwW ' ^ 
mfectinn is present at the treatment site. CtmVATE 

Irt^ation for PMients: Patients' using topical corr^i: ^ 
«^¥-^ ^^llowims inmrS a^^l 

^ ^^?^i i? - t0be ? 5ed 08 *rettedhy the physiiriai:^ 
■ fts fbrexternal use only Avoid contact with thTeye?^.^ 

a ^ J 2f^^^nmbeu S edfer snydisorderoSer" ' 

than that for which it was prescribed. ' 
3. The treated slrin.area shmOd not be hsndaged or otiieV^ ■ 

^X7t^ 60 M 10 * ^^-^ *: 
^-^^^^^^^^^ 

Laboratory Tests:. The following tests may be helpful in 
ovduatang patients for HPA axia suppression: ™ " . 
ACTH etimulatioa test \ 
A-M. plasma Cortisol test 
Urinary free Cortisol test 

Two 18-month studies were performed in mice to evaluate^ 
the carcwogemc potential of nnticasone propionate wrS * 
grven topically (as an 0.05* ointment) and oxXXeS 
denco of cardnogenirity was found in either study 
™&casone ! propioiiate was'npt mutagenic in the standard* 

^^fJ- a ^ B ^ T ^ ***a?R was not 

P^^testo m0nSe ™ udBaB or cul « human hjm- 

^i^f 80 ? ttdmi ^tered subcutaneousty to 

* n S ?™*Z ^ **y and to males at op to 100 
rn^ff per day^ater reduced- to 50 ygfkg per day) had no 
efect upon mating performance or fertility. These doses are ^ 
W™***7 150.and:300.-timeB. respecr^y^?^ iJ 
syatein^e^osnre following use of .the rocoinmended hu- 
S^ /' ^casone propionate ointment; 
0^0^ ajsmmng.human percutaneous absorption of 'ap- 
PTOnnatery 3% and the use in a 70-kg person- of 15 g/day 

C Q«u»steroids have been, shown to be teratogenic in 
^?^T mi ^' whfin adniinistered systemicaSTreT 

ahowii to be teratogenic, after dermal application in labora- 
tory annuals. Iferatnkgy studies in the mouse d emonsrrateo - 
^^^l?° P1 1 £mate to ^ ^togenicifdeft palate) when 
admm^er^suhcutaiieously in doses of 45 p^ p^y 
and 150 pg^rg per day. This dose is approxiinate^ 140 and 
450-times, respectively, the hin^.to^a^^ 
sone propmnate omtBieat, 0.005%. There are no adequate 

C^entahonW be used during pregnancy only if the po- 
tential benefit justifies the potential risk-to the fetaaT ^ 
Nurama Mothers: SystemicaUy administered cortices 

Slr^^f in 3 nmian miDta ? doOQid e*!*™* growth, 
interfere .with endogenous corticosteroid prc^uctian, or 
cause other untoward eflfecte, It is not known whe^rtop- 
ical^Bd^ustration of corticosteroids could result* in- suffi- 
ce^ systemic absorption to produce detectable qoantitiea 
inhuman milk. Because many drugs are excreted m human 
****** ca ution should be exercised when- CUTIVATE Oint- 
ment is atrministered to a 

P^latrle Itee: Safety and efTectivenesa in pcKUetnc patients 
have not been established. B^causo of a higher ratio of sldn 
Z^rZZll 0 ^ : P^-tric patients are at a 

mffijn^m^wvhTO thoy are treated with topical corn- 
cc«ter^. Th«y am therefore also at greater risk of adre- 
nal Insufficiency during or after withdrawal of treatment. 
A*mrse effect* radudtoo striae have been reported with 
Mumproprutt. use of topical corticosteroids in pediatric po- 

f^f^f ^FPres^on, Cusnm^s syndrome, linear growth 
retardation, delayed: weight gam, and. mtnaranial hyper- 
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[CATIONS AND USAGE , . 
jjj Lotion is indicated far the relief of Lrte inflamma- 
pruritic mnmrenfciti Das of corti eta tcraid -responsive 

^BAl^lCMXiONS . . . ' 
'^ncOM- Lotion u) centraiiidicated in patients who' are hy*- 
SSSoiih^e" to niometasone furoate, to other cortieaster- 
jjgrfrcffto ingredient in this preparation. ■* 

VtftsrBf Systemic absorption of potent topical carticcsoer- 
Si; j^s produced reversible hypothalamic-pituitaryradxe- 
a 8ffA) 8U PP resB ^ oa » m anifes tafci ans of Cuaning? 
j^iaoi hyperglycemia, and glucaauria in some patients, 
gtjflss which augment systemic absorption include ap- 
f£oa of more potent steroids, use over large surface ar- 
'S^rS5onged use," use. in areas where the. epidermal baf- 
£vy disrupted, and the use of occlusive dressings. (See 
SAND ADMINISTRATION.) 
i. receiving a large -dnso of a potent topical steroid 
1 to a largo surface area or under an occlusive dress- 
[pjiould be evaluated periodically for evidence of HPA 
■ Vuppression by using the urinary free Cortisol and 
I stimulation tests. If HPA axis suppression is noted, 
_£mpt should be made to \vithdraw the drug, to reduce 
j^jrequeacy of application, or to substitute a less potent 



tacoyery of HPA axis (unction is generally prompt and cam- 
^tBupah discontinuation of the drug. Infrequently, signs 
^d^iymptoms of steroid 'withdrawal may occur, requiring 
^mtementsi systemic corticosteroids. 
rSihfe n may absorb proportionally larger amounts of top- 
^tofticosteroids and thus be more susceptible to systemic 
0&y. {See PRECAUTIONS— Pediatric Use.) 
testation develops, topical corticosteroids should be dis- 
Sgtunied and appropriate therapy, instituted, 
j^thft' presence of dormatological infecticms, use of an- ap- 
pttppkta antifungal or antibacterial agent should be insti- 
tutedT lf a favorable response does not occur promptly, the 
J^&teroid should he. discontinued until the infection has 
^adequately controlled 

^ormotlofi for Patients Patients using topical cortices terr 
jjft^-'ihould receive the following inform at ion and instruc- 
T^lThifi information is intended to aid in the safe and 
SgeoVe.uae of this medication. It is not a disclosure of all 
B^siHe. adverse or intended effects. 

medication is to be used as directed by the physician. 

tor external use only. Avoid contact with the eyes, 
SjatiijoU should be advised not to use this medication for 
jffi|&8Qrder other than that for which it was prescribed, 
ftdik treated akin area should not be bandaged or other- 

•oovered or wrapped as to be occlusive unless directed 
©ha physician. (See DOSAGE AND ADMINISTRA- 
ETON.) 

{patients should report any signs of local adverse rcac- 

; ... 

jHJarihts of pediatric patients should be advised not to use 
igb^&ting diapers or plastic pants on a child being treated 
iljip diaper area, as these garments may constitute occlu* 
pressing. (See DOSAGE AND ADMINISTRATION.) 
I^ttstory Tests The following tests may be helpful in 
^mating HPA axis suppression: 
^"jji, -:. Urinary free Cortisol test 
|5& ACTH stimulation test 
jtg&egeoasia. Mutagenesis, and Impairment of Fertility 
l&fc*?™ snimal studies have not been performed to eval- 
jgjks carcinogenic potential or the effect. on fertility of 
&*cal corticosteroids. 

petii toxicity studies with mometasone furcate, which in* 
ajfledthe Ames test, mouse lymphoma assay, and a micro- 
wlsiis.test, did not reveal any mutagenic potential 
ffinancy Category C • Corticosteroids are generally tern- 

tto in laboTotery wntmata when adnrioistered.systemi- 
at„«|atively low dosage levels. Corticosteroids have 
{SR 'Shown, to be teratogenic after dermal application in 
^|^tory animals. There are no adequate and well-con- 
|3W fi todies of teratogenic effects (rem topically applied 
^Qpsteroids in pregnant women. Therefore, topical carti- 
9 should be used during pregnancy only ' if the- pe- 
1 benefit justifies the potential risk to the fetus. Drags 
a class should not be used or tensive ly on pregnant pa- 
in large amounts, or for prolonged periods. 
i|MB9 Mothers It is not known whether topical adminia? 

of corticosteroids could result in sufficient systemic 
J&ptioa to produce detectable quantities in breast milk. 
jg^Bic&Uy administered corticosteroids are secreted into 
"Amilk in quantities not likely to have a deleterious ef- 
jb-the mfant. Nevertheless, a decision, should be made 
r to discontinue nursing or to discontinue the drug, 
rinto account the importance of the drug to the 

Use Pediatric patients may demonstrate greater 
" ley to topical carticosteroid-induccd HPA axis 
and.Cushing's syndrome than mature patients 




of a larger akin surface area to body .weight ratio. 



Hypothalanaic-pituitory-adfenal (HPA) axis suppression, 
Cunning's tryndromo,. and mtra cranial hypertension have 
been reported in children, receiving topical corticosteroids. 
Manifestations of adrenal suppression in children include 
linear growth retardation, delayed weight gain, low plasma 
Cortisol levels, and absence of response to ACTH stimula- 
tion. Manifestations of intracranial hypertension include 
bulging fori tane lias, hffndachca, and bilateral pa pill edema. 
Administration of topical corticroste redds to children should 
be limited to the least amount cotnpatibla" with an eSectivo 
therapeutic regimen. Chronic corticosteroid therapy" may in- 
terfere with the growth end-development of children. 

ADVERSE REACTIONS - . 

The following local adverse reactions -were reported with 
ELOCON Lotion during clinical studies with' 209 patients: 
acneiform reaction, 2; burning, 4; and itching, I. In an irri- 
tation/sensitization study .with 156 narmal subjects; fbllica- 
litis was reported in 4. 

The tallowing local adverse reactions have been reported in- 
frequently when other topical dcrmatoiogic corticosteroids 
have been used as recommended. These reactions are listed 
in an approximate decreasing order of occurrence: burning, 
itching, irritation, dryness, folliculitis, hypertrichosis, acno- 
iXonn eruptions, hypapiginentatkm; perioral dermatitis, al- 
lergic contact dermatitis, maceration' of the stun, secondary 
infection, skin atrophy, striae, miliaria. - 

OVERDOSAGE 

Topically applied corticosteroids con bo absorbed in suffi- 
cient amounts to produce systemic effects, <Soe PRECAU- 
TIONS.) . ' 

DOSAGE AND ADMINISTRATION 

Apply a few drops of ELOCON Lotion to the affected areas 
once daily and massage lightly until it disappears. For the 
most affective and economical use, hold the nozzle of the 
bottle very close -to the affected areas and gently squeeze ' 
HOW SUPPLIED 

ELOCON Lotion 0.1% is supplied in.30mL (27.6 g) (NDC- 
0085-0854-01) and 60 mL (55 g). (NDC-0085-0854-02) 
bottles; boxes of one 

Store ELOCON Lotion between 2* and 30'C (36* and 86*F|. 
Schcring Corporation 
Kenilworth. NJ 07033 USA 
Rev.- 11/93 

• 179S0904 
Copyright <B 1989, 1991, 1994, Schering Corporation. 
All rights reserved. 



ELOCON® 

brand of mometasone furoate olntnient 

Ointment 0.1% 

For Dermatol ogle Use Only 

Not for Oprrmaimrc Use 



DESCRIPTION 

ELOCON® (mometasone furoate ^nhtment) Ointment con- 
tains mometasone furoate for. dermatologic use. Mometa- 
sone furoa te is a synthetic corticosteroid with anti-inflam- 
matory activity 

Chemically, mometasone furoate is Bot^l-Dichloro-lipj.^- 
o^ydToxy-16Qf-methylpregTia-l,4-diene-3 l 20-dione 17- (2- 
furoate), with the empiricnl formula C S7 H aD Cl s O ef a raolec- 
ular weight of 521.4 and the following structural formula: - 
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Mometasone furoate is a white to off-white 'powder practi- 
cally insoluble in water, slightly soluble' in octacoL," and 
moderately soluble in ethyl alcohoL 
Each gram of ELOCON Ointment 0.1% contains: 1 mg mo- 
metasone furoate in an ointment base of heryleae glycol, 
phosphoric acid, propylene glycol stearate, white wax, white 
petrolatum, 'and purified water. 

CLINICAL PHARMACOLOGY 

Like other topical corticosteroidH," mometasone furoate has . 
anti-inflammatory, antipruritic, and vasocons t ri cti v e prop- 
erties. The DMchanism of the anti-inflammatory activity of 
the topical steroids, in general, is unclear. However, corti- 
costeroids are thought to act by. the induction of phospho li- 
pase Aj inhibitory proteins, collectively called Upocortins. It 



is postulated that these proteins control the biosynthesis of 
potent mediators of tndammatiort such as prostaglandins 
and leukotrienes by inhibiting the release of their common 
precursor ara c h i d on ic acid. Arachidnnic acid ia rel eased 
from menu^rono pho^hohpids by phosphnHpase A^ 
Phafmaeoktnetics The extent of percutaneous absorption of . 
topical corticosteroids is determined by many factors includ- 
ing the vehicle and the integrity of the epidermal harrier. 
Occlusive dressings with hydrocortisone for up to 34 hours 
have not been demonstrated to increase penetration^ how- 
ever, occlusion of hydrocortisone for 96 hours markedly en- 
hances penetration. Studies in hum ana indicate that ap- 
proximately 0.7% of the appticd dose of ELOCON Ointment 
0.1% enters the circulation after 8 hours of contact on nor- 
mal skin without occlusion. Inflammation and/or other dis- 
ease processes to' the akin may increase percutaneous ab- 
sorption. ■*; - 
Studies performed with ELOCON Ointment indicate that it 
is in the medium range of potency as compared with other 



In a pediatric trial, 24 atopic dermatitis potion tot of. which 
19 -patients were age 2. to 12 years, were treated with 
ELOCON Cream 0.1%- once daily: The majority of patients 
cleared within 3 t 



INDICATIONS AND USAGE 

ELOCON- Ointment 0.1% is a medium potency corticoster- 
oid indicated for the relief of the inuammatory and pruritic 
manifestations of corticostero id-reapoiisive' dermatoses. 
ELOCON (mometasone furoate ointment) Omtmentrnay.be 
used in pediatric patients 2 years of age or older, although 
the safety and efficacy of. drug use for longer than 3 weeks 
have not been established (see PRECAUTIONS— Pediatric 
Use).- Since safety and efficacy af ELOCON Ointment have 
not been established in pediatric patients below 2 years of 
age) its use in this age group is not recommended. . 

CONTRAINDICATIONS 

ELOCON Ointment is contrdindicated in those patients 
with a history of byj>araensitivity to any of the components 
in the preparation. 

PRECAUTIONS 

General Systemic absorption of topical corticosteroids can 
produce reversible hypo thalamic- pituitary^ (HPA) 
axis suppression 'with the potential for glucocbrticostoroid 
insufficiency after withdrawal of treatment. Mardfcstations 
of Cushings syndrome, hyperglycemia, and glycosuria can. 
also be produced in-some patients by systemic absorption of 
topical corticosteroids while on treatment. . 
Patients applyiog a topical steroid to a large surface area or- 
areas under occlusion should bo. evaluated periodically for 
evidence of HP A axis' suppression. This' may be done by us- 
ing the ACTH stimulation, AJtf. plasma Cortisol, and uri- 
nary free Cortisol tests. 

In a study evaluating the effects of mometasone furoate 
ointment on tho hypotiinlnratc-pttuitary-adrenal (HPA) 
axis, 15 grams were applied twice daily for 7 days to six 
adult patients with psoriasis or atopic dermatitis. The oint- 
ment- was applied without occlusion to at least 30%- of the 
body surface; The results show that the drug caused a slight 
lowering of anrenal'corticosteroid secretion. ' 
If HPA axis suppression is noted, an attempt- should be 
made to withdraw the 'drug, to- reduce the frequency 6f ap- 
plication, or to substitute a less potent corticosteroid. Recov- 
ery of HPA- axia function is' generally prompt upon discbn* 
tmuatian of topical corticosteroids. Infrequently, signs and 
symptoms of giucocorticosteroid insufficiency may occur re- 
quiring supplemental systemic cora'costerauis: For informa- 
tion on systemic supplementation, see Prescribing Informa- 
tion for those products. '■'"•*. 
Pediatric patients may be more susceptible to systemic tox- 
icity from equivalent doses due to their larger skin surface 
to body mess ratios (see PRECAUTIONS-Podiatric Use): 
If irritation develops* ELOCON Ointment ehould be discon- 
tinued and appropriate therapy tagtituted. Allergic contact 
dermatitis with corticosteroids is usually diagnosed by bb- ' 
serving failure to heal rather than noting a clinical exacer- 
bation as with most topical products not containing corticos- 
teroids. Such an observation should be corroborated with 
appropriate diagnostic patch testing. 
If concomitant skin infections are present or develop, an ap- 
propriate antifugal or antibacterial agent should be used. If 
a favorable response docs ' not occur promptly, use of 
ELOCON Ointment should be discontinued until the infec- 
tion has been adequately controlled. 

frtforniatrbh for Patients Patients using topical corticostcr : . 
oids should receive the* following information arid 'instruc- 
tions: 

L This medication is'to be used as directed by the physician. 
It is for external use only. Avoid contact with the eyes. 

Continued on next page 
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.-ira suppression with the potential fbr glucocorticbsteroid 
insufficiency after withdrawal of treatment. Manifestations 
of Cushing's syndrome, hyperglyccm ia, and gruccsuriA can 
also be produced in some patienta by systemic absorption of 
topical corticosteroids while on treatment. 
Patients applying a topical steroid to a large surface area or 
to areas under occlusion should be evaluated periodically 
for evidence of HPA axis suppression. This may bo done by 
using the ACTH stimulation, A-M. plasma Cortisol, and uri- 
nary free Cortisol tests. 

In a study- evaluating the effects- ofimometasono furoate 
cream on the hypo thalamic- pitui tary- a drenal (HPA) axis, IS 
grams were applied twice daily far 7 . days to six adult pa- ' 
dents with psoriasis or atopic dermatitis. The cream was 
applied without occlusion to at least 30% of the body sur- 
face. The results show that the drug caused a slight lowcr- 
\lng of adrenal corticosteroid secretion. 
If HPA axis suppression is noted, an attempt should, be 
made to .withdraw the drug, to reduce the frequency of ap- 
plication, or to substitute a leas potent corticosteroid. Recov- 
ery °f HPA axis function is generally prompt upon discon- 
tinuation of topical corticosteroids. Infrequently, signs and' 
.symptoms of glucocorticosteroid insufficiency may occur re- 
quiring supplemental systemic corticostAraids. For informa- 
tion on systemic supplementation, see Prescribing Informa- 
tion for those products. 

Pediatric patients maybe more susceptible to systemic tox- 
icity from equivalent doses due to their larger skin surface 
to body mass ratios (see PRECAUTIONS-Pediatric Use). 
Tf irritation develops, ELOCON Cream should bo discontin- 
ued and appropriate therapy instituted. Allergic contact 
dermatitis with corticosteroids is usually diagnosed by ob- 
serving a failure to heal rather than noting a cliniral oxa* 
erbation as with most topical products not containing corti- 
costeroids. Such on observation should he corroborated with 
. appropriate diagnostic patch testing. 
If concomitant skin infections are present or develop, on ap- 
propriate antifungal or antibacterial agent should be used. 
If a favorable response docs not occur promptly, .use of 
ELOCON Cream should be discontinued until the infection 
has been' adequately controlled. 

Information for Patient* Patients using topical corticoster- 
oids should receive the following information and instruc- 
tions: 

1. This medication is to bC,used as directed by the physician. 
It is for external use only. Avoid contact with the eyes. 

2. This medication should not be used for any disorder other 
than that for which it was prescribed. " . 

3. The treated skin area should not be bandaged or other- 
wise" covered or wrapped so as to be occlusive unless di- 
rected "by the physician; , ,. 

' 4. Patients should report to their physician any signs of lo- 
cal adverse reactions. " 

5. Parents of pediatric patients should be advised not to use 
ELOCON Cream in the treatment of diaper dermatitis. 
ELOCON Cream should not be applied in the diaper area 
as diapers or plastic pants may constitute occlusive dress- 
ing (see DOSAGE AND ADMIOTSTRATION). 

6. This medication should, not be used on the face, under- 
, arms, or groin areas unless directed by the physician. 

7. Ad with other corticosteroids, therapy should be discon- 
tinued when control is achieved. If no improvement is 
seen within 2 weeks, contact the physician. . '. 

Laboratory Tests The following tests may be helpful in eval- 
uating patients for HPA axis suppression; 

ACTH stimulation test 
A.M. plasma Cortisol test ... 
Urinary free Cortisol test 
Carcinogenesis, Mutagenesis, and Impairment d! Fertility 
In studios* of the effect of mometasone furoato on fertility, 
' pregnancy, and postnatal development in rots and rabbits,' 
25 rats were treated with doses up to 1.2 mg/kg of drug top- 
ically, and. 15 rabbits with doses up to 0.3 mg/kjg of drug top- 
icalLy. The drugs were loft on the skin far 6 hours daily dur- 
ing gestation. At tho highest- dosage, the. rat dams Inst 
weight. One of the rabbit dams at the highest dosage had 
wrinkled skin, muscle -wasting and aborted. 5 fetuses. 
Genetic toxicity studies with mometasone furoate, which in- 
cluded tho Ames test, mouse lymphoma assay, and a micro- 
nucleus test did not reveal any mutagenic potential. 
Long term nffl ' mfli studios have not been performed to eval- 
uate the carcinogenic potential of ELOCON (mometasone 
furoate cream) Creajn. 

Pregnancy Teratogenic ■ effects: Pregnancy Category 

C CorticosteroidR have been shown to bo' teratogenic in 
laboratory- wn*™»fo when administered systemically at. rel- 
atively low dosage levels. Some corticosteroids have been 
shown to be teratogenic after dermal application in labora- 
tory animals. * 

Rat offspring of dams treated with 1-2 mg/kg of mometasone 
furcate, topically (4 times the maximum dose in a. 50. kg in- 
dividual) displayed umbilical hernias, uhosmSod stcTOebrao. 
and vertebrae, and wavy ribs, as well as markedly do-. 



pressed fetal growth. Rabbit offspring of dams treated with 
op to 0.3 mg/kg of mometsson& furoato topically (the same 
dose as the maximum dose in a 50 kg ©dividual) displayed 
flexed paws, n ^hilim! hernias, and deft palate. A 50 hg fe- 
male using 1 gram of ELOCON Cream would apply approx- 
imately 0.023 mg/kg. 

There ore no* adequate and well-controlled studies of tho 
teratogenic potential of - mometasone furcate in pregnant 
women. ELOCON Cream should be used during pregnancy 
only if tho potential benefit justifies the potential risk to the 
fetus. 

Nursing Mother*: Systemtically administered corticoster- 
oids appear in human milk and could suppress growth, In- 
terfere with' endogenous corticosteroid production, or cause 
other Untoward effects. It is not known whether topical ad- 
ministration of corticosteroids could result in sufficient eysr 
temic absorption to produce detectable quantities in human 
milk. Because many drugs ore excreted in human milk,- cau- 
tion should be. exercised when ELOCON Cream is adminis- 
tered to a nursing woman. . 

Pediatric Use ELOCON Cream may be used with caution in 
pediatric patients 2 years of age or older, although tho 
' safety and effiency of drug use for longer than 3 weeks have ' 
not been established. Use of ELOCON Cream is supported 
by results from adequate and weJl^con trolled studies in pe- 
diatric: patients with corticosteraid-responsfce dermatoses. 
Since safety arid efficacy of ELOCON Cream have not been 
established in pediatric patients below 2 years of age, its 
use in this age group is not recommended. Because of a 
.higher ratio of skin surface area to body mass, pediatric pa- 
tients are at a greater risk than adults of HPA axis suppres- . 
sion and Cushing's syndrome when they are treated with 
topical corticosteroids. They art, therefore, also at greater 
risk of adrenal insuffiriency during and/or after withdrawal . 
of treatment. Pediatric patients may be more susceptible 
than adults, to 'skin atrophy, including striae, when they are 
treated with topical corticosteroids. Pediatric patients ap- 
plying topical corticosteroids:', to greater than 20% .of body 
surface are at higher risk of HPA axis suppression. 
HPA axis suppression, Cushing's syndrome, linear growth 
retardation, delayed weight gain, and intracranial hyper- 
tension have bcou reported in pediatric patients receiving 
topical corticosteroids* Manifestations of adrenal suppres* 
sion in children include low plasma Cortisol levels, and an 
absence of response to ACTH stimulation. Manifestations of 
mtracrani at hypertension include bulging mnianellos, head- 
aches, and bilateral papilledema. . 

ELOCON (momotosone furoate cream) Cream should not be 
used in the treatment of diaper dermatitis. 

ADVERSE REACTIONS . 

In controlled clinical studies involving 319 patients, the in- 
cidence, of adverse reactions associated with the use of 
ELOCON Cream was 1.6%.. Reported reactions included 
burning, pruritus, and akin atrophy. Reports of -rosacea, as- 
sociated with the use of ELOCON Cream have also been re- 
ceived. In controlled dirucal studies (a=74) involving pedi- 
atric patients 2 to 12 years of age, the incidence of adverse . 
experiences associated with the use of ELOCON Cream was 
approximately 7%. Reported reactions included stinging, 
pruritus, and funmculosis. . 
The fallowing additional local adverse reactions have been 
reported infrequently with topical corticosteroids, but may 
occur more frequently with the use of occlusive dressings. 
These reactions are listed in an approximate decreasing or- 
der of occurrence: irritation, dryness, folliculitis, hypertrich- 
osis, acTjeiform cruptiooa, hypo pigmentation, perioral der- 
matitis, allergic' contact dermatitis, secondary infection, 
striae, and miliaria. 

OVERDOSAGE 

Topically applied ELOCON Cream can be absorbed in suffi- 
cient amounts to produce systemic effects (sec PRECAU- 
TIONS). 

DOSAGE AND ADMINISTRATION 

Apply a thin film of ELOCON- Cream bo the, affected skin 
areas once daily. 

ELOCON Cream may be used in pediatric patients 2 years 
of age or older. Safety and efficacy of ELOCON Cream in 
pediatric patients for more than 3 .weeks of use have riot 
been established. Use in pediatric patients under 2 years of 
ago is not recommended. 

As with other corticosteroids, therapy should be discontin- 
ued when control is achieved. If no improvement is seen 
within 2 weekB, reassessment of diagnosis may be neces- 
sary.- * . " • i 
ELOCON Cream should not be used with occlusive dress- 
ings unless directed by a physician: ELOCON Cream should 
not be applied in the diaper area if the child still requires 
diapers or plastic pants as these garments may constitute 
occlusive dressing. 

HOW SUPPLIED 

ELOCON Cream 0.1% is supplied in 16 g (NDC G085-0567-. 
01) and 45 g (NDC 0085-0567*02) tones; boxes of one. 



Store ELOCON Cream between 2* and 25*C Be* a 
Schering Corpamtion .... 
Kenilworth.NJ 07033 USA 

Revised 8/95 , ^'V£§ 



Copyright © 1987, 1991, 1994. 1995, Schering < 
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DESCRIPTION 

ELOCON Lotion 0.1% c ^ 

mato logic use. Mometasone furoato is a aynthEtic.^ 
steroid with anti-inflammatory activity. £ ..- t 
Chemically, mometasone furoate ia 9a, 2l-Dichlaro4iBfi5 
djhydroxy-16a-methylpregna-l, 4-diene-3; 20 didWiwL 
furoate), with the empirical Cannula C a7 Hjj 0 C^O w -.aaa 0 lg f } 
ular weight of 521.4 and the following structural fijnanj 



CHjq. 

- ■ V - ■ • • 

Mometasone furoate is a white to off-white powder' _ 
cally insoluble in water, slightly soluble in qctadj£ J 
moderately soluble in ethyl alcohol. '• ' • • '■ 5:'"^d§5 
Each gram of ELOCON Lotion 0.1% contains: 1 
metasone furoate in a lotion base of isopropyl rtlmhfll 
propylene glycol, hydr oxy ptop ylcelluloae, sodium phoi, 
and water. May also contain pbesphoric acid and fipdiuji^ 
droxide used to adjust the pH to apnrdximately ^^: ^. 

CLH«C^ PHARMACOLOGY ; \.. .^'"^^ 
The corticosteroids are a clans of compounds oomp 
roid hormones secreted by the adrenal cortex and 
the tic analogs. In phaimacologic doses coxticosti 
used primarily for their anU-inflammatcry pnd/dr mUni 
suppressive effects. * ' ' ' " \., ' 

Topical corticosteroids, Buch as mometasohfi foroate^'afe* 
fective in the treatment of cOTticcstexcid^respoo^ 
toses primarily because of their anti-uiflantmatorjr; 
pruritic, and vasoconstrictive actions. However; ^^^j&i 
pliysiologic/pharmscokgic, and chnical effects of Wtaijtt£ 
costcroids are well known, the exact mechanisms of 
actions in each disease are uncertain. MometBSOuftrf^w*^ 
has been shown to have topical (dernmtinogic)a^iBjge4g' 
phannacologic and metabolic effects characteristic^ *" 
class of drugs. - *' ' ^-^'Z* 

Pharmacokinetics The extent of percutaneoiiB-atott^lgD; 
of topical ccrticosteroids is determined by 
eluding the vehicle,- the -integrity of the epidarmal^toj m 
and the use of ocdusive dressings. (SeePOSAGEANDAg. 
MINISTRATION.) Topical MrticbsteroddS can *e- 
from. normal intact skin. ' '. *; : .-<. ■ ■m;* , 1 V1;'' 

A study using a radio-labelled a H roometasono hraV* 
ment (0.1%) formulation was performed m naan to 
systemic absorption and. excretian. Results. 8npl ! r 5ftH lS§ 
proximately 0.7% of the steroid was absorbedj E* 0 ^* 
hours of contact, without occlusion, with intoct^nJjg^ 
mai volunteers. A similar minimal degree af.absorp^^^ 
the ccrticosteroid from the lotion farmulatian wpu 
tldputcd. . ■ •-■"■■'•*«£ 1 

Inflammation and/or", disease processes in the flia ^. 
percutaneous absorptioiL Occlusive dressings stw* 
increase the percutaneous absorption^ topJ^W^ 
oids. (See DOSAGE AND ADMOMSTHAlION.^ 



iniLjtwjCfr? 



Mometasone furoate lotion was applied at ^.^'iihi 
(30 mL per day) to diseased skin (patiente 
body psoriasis) of four patients for seven ^^.'.^0 
effects on the hypothalami(>pituitary^aa , rcnai riZ^ 



(30 mL per 



ettt#£ 



Plasma Cortisol levels for ; each *df the lfHlft v 
weU within the normal range and changed litue f 
line. * 
Once absorbed throagh the skin; topical < r m r:\<^ftl 
handled' through phiirmaco kin etic pathways s&^^j * 
temicaUy administared corti cost or oids. Corr*' 
bound to plasma protems in ▼drying .< 
oids are metabolized primarily in Lho liver ^ 
ere ted by the kidneys. Some of tho topical 
and their mctabolitea ore also excreted into 
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OVERDOSAGE 

Topically applied cartkastfiroixb can be absorbed in suffi- 
. cient amounts to produce systemic eflects. (See PRECAU- 
TIONS.) 

DOSAGE AND ADMINISTRATION 
flarom E Emollient Cream should be applied to the affected 
areas as a thin film from one to three times daily depending 
an the severity or resistant nature of the condition. - 
Occlusive dressings may be used for the management "of 
psoriasis or. recalcitrant conditions. ' 
If an "infection develops, the use of occlosrW "dressings 
should be discontinued and" appropriate antimicrobial ther- 
apy initiate 

HOW SUPPLIED ." 

tlorono E Emoflient Cream is available in the following size 
tubes: .. ■ 

15 gram' NDC G06S-007il7 

• 30 gram . NDC OO66-43072-31 

60 gram NDC 0066-0072-60 

Store at controlled- room temperature 20" to 25* C (68' to 
TTF) [seeUSPJ. . - 

Caution: Federal law prohibits dispensing without prescrip- 

' Manufactured by 
Phnrmnria & Upjohn Company * - 
Kalamazoo, MI, USA 48001 
For 

Dermlk Laboratories. Inc. 
ARhone-Poulenc Rorcr Company 
CollegeviDa, PA, USA 19428 •'."." 
. Revised June 1996 ' ' 

IN-7164E ... 813 327 207 

-.691694 



HYTONE® 

\ht-t6ne] - • 

(byoYocortisone) . .. 
Cream, Lotion 

DESCRIPTION T 

Each gram of Hytone® aydrocortieone) Cream 2 %% con- 
tains 25 mg of hydrocortisone in a water-washable base of 
purified water propylene glycol, glyceryl monostearato SE, 
cholesterol and related sterols, isopropyl rayristate, porysor* 
bate 60, cecyl alcohol, sarbxtan.moncsteaxflte, polyuxyl 40 
stearate and sorbictaexd.' - 

Each mL of Hytone Oiythrocortisone) Lotion 2 \*b rm^i™ 
25 mg of hydrocortisone in a vehicle consisting of carbemer 
940^ .propylene glycol, polyscrhate 40, propylene glycol stea- 
rate, cholesterol and related sterols, isopropyl myristate 
sarhatan palmitate, cetyl alcohol triethanolaniine, scrbic 
add, flnnetmcone, and purified water. 
Chemically, hydrocortisone is [Pregn-4-ene-3.20-dione, 
11,17^21- trmydrmry-; (11&M with the molecular formula 
(CjjHaoOs) and is represented by the following structural 
formula: 




Its molecular weight is 362.47 and its- CAS Registry Num- 
ber is 50-23-7, The topical corticosteroids; incruaing- hydro- 
cortisone, constitute a class of primairry synthetic steroids 
used as anti-inflammatory and antipruritic,' agents. 
CLINICAL PHARMACOLOGY 

Tbpical corticosteroids share anti-mflamnmtory; antipru- 
ritic, and vasoconstrictive actions. The mechanism of anfci- 
inflammatory activity of the topical corticosteroids is un- 
clear. Various laboratory methods, including vasoconstrictor 
assays, are used to compare and predict potencies and/or 
clinical efficacies of the topical corticosteroids. There is some 
evidence to suggest that a recognizable correlation exists 
between vasoconstrictor potency and therapeutic efficacy in 
man, 

Pharmacokinetics; The extent of percutaneous absorption of 
topical corticosteroids is determined by many factors includ- 
ing the vehicle, the integrity of the epidermal barrier, and 
the use of occlusive dressings.. 

Topical corticosteroids can be absorbed from normal intact 
skin. Inflammation and/or other disease processes in the 
skin increase percutaneous absorption. Occlusive dressings 
substa ntia lly increase the percutaneous absorption of topi- 
cal corticosteroids. Thus, occlusive dressings may be a vain* 
able therapeutic adjunct for treatment of resistant- derma- 
toses. 

(See DOSAGE AND ADMINISTRATION.) 

Information will be sopernded by supplements and subsequent 



0006 a k^ rbet * t ** nm S il the skin, topical CDrticccteroida ore 
hnndled through pharmftrnVinftic pathways gimiln- to sys- 
t^micaDy administered ccrtiixtsteraids- Ccrticosteroids are 
bound to plasma proteins -in varying degrees; Cdrticosier- 
.aids are metabolized primarily in the liver and are ex- 
creted by the kidneys. Some of the- topical corticosteroids. 
. and their metabolites are also excreted into the hue. 

INDICATIONS AND USAGE. ' 

Thpical cartirnsterrids are mrii rated for the reKsf of the in- 
flammatory and pruritic insnifestations of cortitcsteredd- 
respunsive Jj **■ — ' — 



CONTOATNDICATTONS " ••■ 

topical corticosteroids are contraindicated in those p**i™*? 
with a histrjry of hypersensitivity to any of the components 
of the preparation, 

PRECAUTIONS 

General: Systemic absorption of topical corticosteroids has 
produced reversible hypothntomir-pitintaj^ . 
axis sirppressian, man te stations of Cusning's syndrome, hy- 
rjergrycesria, and gluccsuria in some patients; 
Conditions which augment systemic absorption ineiuds-the 
application of the more potent steroids, use over large sur- 
face areas, prolonged use, and the addition of occlusive 



Therefore, patients receiving a large dose of a potent topical 
steroid applied to a. large surface area, or under on occlusive 
St? 8 * 0 ? Sh °^ ^ evaluated periodically for evidence of. 
"PA?** 8 suppression by using the urinary free Cortisol and 
ACTH stimulation testa.- If HEA axis suppression is noted, 
an attempt should be made to withdraw the drug, to reduce 
the fr equency of application, or to substitute a less potent 
steroid. 

Recovery of HFAaxis function is generally prompt and com- 
plete upon discontmnstinri of the drug. Infrequently, signs 
and- symptoms of steroid withdrawal may occur, . repairing 
supplemental systemic ccrticofitercida. . . 
Chi ldren-ma y absorb proportionally larger amounts of top- 
ical corticosteroids and thus be more susceptible to systemic 
toxicity (see Pediatric Use). . 

If irritation develops, topical corticosteroids should be di*-. 
con ti nued and appropriate therapy instituted. 
In the presence of dermatologtcal infections, the use of an 
appropriate antifungal or antibacterial agent should be in- 
stituted. If a favorable response does not occur promptly, the 
cortienste raid should be discontinued until the infection has 
been adequately ccovtroIlecL .:. . . 

Information for. the Patient: Patients using topical corticos- 
teroids should receive the following information and. in- 
structions: 

1. This medication is to be used as directed by .^physician. 
It is for external use only. Avoid contact with the eyes. 

2. Patients should be advised not to. use this medication for 
any disorder other than for which it was prescribed. 

3.. The treated akin area should not be bandaged or other- 
wise covered or wrapped as to be occlusive unless directed 
by the physician.,. 

4. Patients should report any . signs of local adverse reac- 
tions, especially under occlusive cfressing. 

5. Parents of pediatric patients should be advised not to use 
tight-fitting diapers or plastic pants, on a child being 
treated in the diaper area, as these garments may consti- 
tute occlusive dressings. 

Laboratory Tests:" The following tests may be helpful in 
evaluating the HPA'axis suppression: 

.Urinary free Cortisol teat ■ • 

ACTH stimulation test 
Carcinogenesis, Mutagenesis and Impairment of fertility: 
Long-term animal studies have not been performed to eval- 
uate the carcinogenic potential or the effect .on fertility- of 
topical corticosteroids. 

Studies to determine mutagenicity with prednisolone and 
hydrocortisone have revealed negative results. 
Pregnancy: Teratogenic Effect*: Pregnancy- Category C: Cor- 
ticosteroids are generally teratogenic in laboratory animals 
when administered systemicaily at relatively low dosage 
levels. The more potent corticosteroids have been shown to 
be- teratogenic after dermal application in laboratory, ani- 
mals. There ere no adequate and well-controlled studies in 
pregnant -women on teratogenic • effects from topically ap- 
plied corticosteroids. Therefore, topical corticosteroids 
should be used during pregnancy only if the potential ben- 
efit justifies the potential risk to the fetus. Drugs of this 
class should not be used extensively on pregnant patients, 
hi large amounts, or for prolonged periods of ti m *». 
Nursing Mothers: It is not known whether topical adminis- 
tration 4>[ corticosteroids could result in: sufficient systemic 
absorption to produce detectable cnantities in breast nnlk 
Systemicaily ftriminiHl«jed corticosteroids are secreted into 
•breast milkm q ua n tities not likely to have adelaterious ef- 
fect on the uukoi.. Nevertheless, nmtion should be exercised 
wnen. topical corticosteroids are administered to a nursing ' 



PHYSICIANS' DESK R EFERENCE® 

P * ff " tri ? ^ patients may dernonstrate ere*i^ 

susceptibility to topical corticca t«roid-mduc^ HPA^^- 
swesswn and fishing's eymirome.than matore patimS 
because of a larger-skin surface area to boo> weightrs^ 
Sypetkdarnie-p^ (HPA) • axis supore^mT 

gq^**™^ and intracranial hyperSS 
^iS^ receiving topical -enr* 
«*™da. JWeatatmns.of adrenal suppression in ped^ 
to patients include hneax growth . retardation, d^Z 
weight gam, low plasma Cortisol levels, and absence of «T 
spouse to ACTH stimulation. Manifestations of intracranial 
]SSSSSf^^ bn^lacl^ and 

Ador^ms^on topical cortictjsteroids to pediatric pa- 
t?eatoanonld.be hmrted to the least amount compatible w^, 
sn eSectrve therapeutic regimen. Chronic corticosteroid 
affapy.may interfere with the growth and development of 
pedxatrtcnatients. * . . . 

ADVERSE REACTIONS • 

The .following local adverse reactions are reported infre- 
quently with topical corticosteroids, but may occur more fre- 
quently with.the use of occlusive dressings. These reactions 
are luted m an armrcaamate decreasing order of occurrence: 
burning xtching, irritation, dryness, folliculitis, hypertrieh; 
osis, attoferm .eruptions, hypc^rignientatiaD, perioral 'der- 
matifas, allergic contact dermatitis, maceration of the akin,' 
secmidary infection, akm atrophy, striae,. and niiliaria.^ 
OVERDOSAGE 

•nmicolly apphed. corticosteroids can be absorbed in suffi- 
c^t arnounts to produce systemic effects (see PRECAU- 
TIONS). .- • • 

DOSAGE AND ADMINISTRATION 

lopicai corticpsteroids are generally applied .to "the affectod 
area as a thin film from two to four times dairy A^^^ n 
an theseveriry of the co n dition. Occlusive dressings may be 
used for. the management of psoriasis or recalcitrant condi- 



If an infection develops, the use- of occlusive dressings 
should be cliscontinuBd and appropriate- antimicrobial ther- 
apy instituted. 

HOWSUPPUED 

Cream-2 \% Tube 1 OZ NDC 0066-0095-01- 
2 %% Tube 2 OZ NDC 0066-0095-02' 
Lotion-2 l l 2 % bottle 2 FL OZ NDC 0066-O098-O2 ' 
Caution: Federal law prohibits diapensing without prescrip- 
tion. r 
Keep out of the reach of children. 
Marketed by 
Darmlk Laboratories. Inc. 
A Rhfine-Poulenc Rarer Company 
Collegeville, PA 19426 

^ 12/96 IN-7245D 



HYTONE® t» 

[hT-ione] 
(hydrocortisone) 

Ointment _ 
DESCRIPTION . 

The topical cortieostermds constitute a class of primarily 
synthetic steroids used as anti-inflammatory and antipru- 
ritic agents. Hytone® 2%% (hydrocortisone ointment, USP) 
<»afauns Hvdrocortisono. fPregn-4-ene~3^0-dione,ll,17 21- 
tnhydroxy T ,(113)-), with the molecular formula C<nH^O R 
and a molecular weight of 362.47. CAS 50-23-7. Each gram 
of ^ ointment contains 25 mg of hydrxcortisone in a base 
of white, petrolatum and rnineral oil, 

CLINICAL PHARMACOLOGY 

corticosteroids share anti-inn ammatory, antipru- 
ritic, and vasocongtrictive actions. 

The nachsn ism of anti-inflairunatnry activity of the topical 
corticosteroids is tmrlpnr. Various laboratory methods, in- 
cluding vasoconstrictor assays, are used to. compare and 
predict potencies and/or diniml frffi^f^ of the topical cer- 
twosteroids. There is soroo evidence to suggest that a recog-- 
nixable correlation exxsts between vasoconstrictor potency 
and therapeutic efficacy in man, 

Pharmacokinetics: The extent of percutaneous absorption- cf 
topical corticc^teroids is cletermined by many factors indud- 
ing the vehicle, the integrity of the epidermal barrier,, and 
the use of occlusive dressings. 

Topical corticosteroids can be absorbed from normal intact 
skin. Inflammation and/or other disease processes in the 
skin increase percutaneous abs orpti on. Occlusive dressings 
substantially increase the percutaneous absorption of topi- 
cal corticosteroids. Tims, occlusive dressings may be a. vain- 
able therapeutic adjunct for treatment of resistant derma- 
toses. (See DOSAGE AND ADMINISTRATION.) 
Once absorned through die skin, topical corticosteroids are 
"handled through pharmacokinetic pathways similar to ays- ^ 
tenucalhy anrnirjistered corticosteroids. Corticosteroids are -- 
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